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STEROID RECEPTOR MODULATOR 
COMPOUNDS Af 



Related Patent Applications 
This application is a Continuation-In-Pait of United States Patent Application Serial 
No. 08/363,529, filed December 22, 1994, the entire disclosure of which is herein 
incorporated by reference. 



F|eld of fre Invenflpn 

This invention relates to non-steroidal compounds that are modulators (i.e. agonists 
and antagonists) of steroid receptors (e.g., progesterone receptor, androgen receptor, 
estrogen receptor, glucocorticoid receptor and mineralocorticoid receptor), and to methods 
for the making and use of such compounds. 

Intracellular receptors (IRs) form a class of structurally-related genetic regulators 
scientists have named "ligand dependent transcription factors." RM. Evans, 240 Science, 
889 (1988). Steroid receptors are a recognized subset of the IRs, including the progesterone 
receptor (PR), androgen receptor (AR), estrogen receptor (ER), glucocorticoid receptor 
(GR) and mineralocorticoid receptor (MR). Regulation of a gene by such factors requires 
both the IR itself and a corresponding ligand which has the ability to selectively bind to the 
IR in a way that affects gene transcription. 

Ligands to the IRs can include low molecular weight native molecules, such as the 
hormones progesterone, estrogen and testosterone, as well as synthetic derivative 
compounds such as medroxyprogesterone acetate, diethylstilbesterol and 19-nortestosterone. 
These ligands, when present in the fluid surrounding a cell, pass through the outer cell 
membrane by passive diffusion and bind to specific IR proteins to create a ligand/receptor 
complex. This complex then translocates to the cell's nucleus, where it binds to a specific 
gene or genes present in the cell's DNA. Once bound to DNA, the complex modulates the 
production of the protein encoded by that gene. In this regard, a compound which binds an 
IR and mimics the effect of the native ligand is referred to as an "agonist", while a 
compound that inhibits the effect of the native ligand is called an "antagonist." 
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Ligands to the steroid receptors are known to play an important role in health of both 
women and men. For example, the native female ligand, progesterone, as well as synthetic 
analogues, such as norgestre] (18-homonorethisterone) and norethisterone (17a-ethinyl-19- 
nortestosterone), are used in birth control formulations, typically in combination with the 
5 female hormone estrogen or synthetic estrogen analogues, as effective modulators of both 
PR and ER. On the other hand, antagonists to PR are potentially useful in treating chronic 
disorders, such as certain hormone dependent cancers of the breast, ovaries, and uterus, and 
in treating non-malignant conditions such as uterine fibroids and endometriosis, a leading 
cause of infertility in women. Similarly, AR antagonists, such as cyproteronc acetate and 

1 0 flutamide have proved useful in the treatment of hyperplasia and cancer of the prostate. 

The effectiveness of known modulators of steroid receptors is often tempered by 
their undesired side-effect profile, particularly during long-term administration. For 
example, the effectiveness of progesterone and estrogen agonists, such as norgestre! and 
diethylstilbesterol respectively, as female birth control agents must be weighed against the 

IS increased risk of breast cancer and heart disease to women taking such agents. Similarly, 
the progesterone antagonist, mifepristone (RU486), if administered for chronic indications, 
such as uterine fibroids, endometriosis and certain hormone-dependent cancers, could lead 
to homeostatic imbalances in a patient due to its inherent cross-reactivity as a GR 
antagonist Accordingly, identification of compounds which have good specificity for one 

20 or more steroid receptors, but which have reduced or no cross-reactivity for other steroid or 
intracellular receptors, would be of significant value in the treatment of male and female 
hormone responsive diseases. 

A group of quinoline analogs having an adjacent polynucleic ring system of the 
indene or fluorene series or an adjacent polynucleic heterocyclic ring system with 

25 substituents having a nonionic character have been described as photoconductive reducing 
agents, stabilizers, laser dyes and antioxidants. See e.g., U.S. Patent Nos. 3,798,031 ; 
3.830,647; 3,832,171; 3,928,686; 3,979394; 4,943,502 and 5.147,844 as well as Soviet 
Patent No. 555,1 19; R.L. Atkins and D.E. Bliss, "Substituted Coumarins and 
Azacoumarins: Synthesis and Fluorescent Properties", 43 7. Org. Chenu, 1975 (1978), E.R. 

30 Bissell et al., "Synthesis and Chemistry of 7-Amino-4-(trifluoromethyI)coumarin and Its 
Amino Acid and Peptide Derivatives", 45 /. Org. Chenu, 2283 (1980) and G.N. Gromova 
and K.B. Piotrovskii, "Relative Volatility of Stabilizers for Polymer Materials," 43 Khim. 
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Prom-sL, 97 (Moscow, 1967). However, no biological activity of any kind has been 
ascribed to these compounds. 
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Symmn off fry invenjjgn 

The present invention is directed to compounds, pharmaceutical compositions, and 
methods for modulating processes mediated by steroid receptors. More particularly, the 
invention relates to non-steroidal compounds and compositions which are high affinity, high 
5 specificity agonists, partial agonists and antagonists for the PR, AR, ER, GR and MR 

steroid receptors, as well as to compounds with combined activity on one or more of these 
receptors. Also provided arc methods of making such compounds and pharmaceutical 
compositions, as well as critical intermediates used in their synthesis. 

These and various other advantages and features of novelty which characterize the 
10 invention are pointed out with particularity in the claims annexed hereto and forming a part 
hereof. However, for a better understanding of the invention, its advantages, and objects 
obtained by its use, reference should be had to the accompanying drawings and descriptive 
matter, in which there is illustrated and described preferred embodiments of the invention. 
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As used herein, the following terms are defined with the following meanings, unless 
explicitly stated otherwise. Furthermore, in an effort to maintain consistency in the naming 
of compounds of similar structure but differing substituents, the compounds described 
herein are named according to the following general guidelines. The numbering system for 
the location of substituents on such compounds is also provided. 

The term alkyl, alkenyl, alkynyl and allyl includes straight-chain, branched-chain, 
cyclic, saturated and/or unsaturated structures, and combinations thereof. 

The term aryl refers to an optionally substituted six-membered aromatic ring, 
including polyaromatic rings. 

The term heteroaryl refers to an optionally substituted five-membered heterocyclic 
ring containing one or more heteroatoms selected from the group consisting of carbon, 
oxygen, nitrogen and sulfur, including polycyclic rings, or a six-membered heterocyclic ring 
containing one or more heteroatoms selected from the group consisting of carbon and 
nitrogen, including polycyclic rings. 

A quinoline is defined by the following structure, and may be recognized as a 
benzannulated pyridine. Compounds of structures 4, 5, 13, 79, 83 and 86 herein are named 
as quinolines. 



An indeno[l,2-g]quinoUne is defined by the following structure. Compounds of 
structures 16 (X=C) and 20 herein are named as indeno[l,2-£]quinolines. 
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An indeno[2,l-/]quinoIine is defined by the following structure. Compounds of 
structure 17 (X=Q herein are named as indeno[l>2-/|quinolines. 




A benzofbjfuranofa^^jquinoline is defined by the following structure. 
Compounds of structure 16 (X=0) herein are named as benzo[b]furano[3,2-g]quinolines. 




A benzo[b]furano[2 9 3-/]quinoline is defined by the following structure. 
Compounds of structure 17 (X=0) herein are named as benzo[b]furano[23:/]quino]ines. 




3 

10 ^ "N" 2 
11 1 

1 5 An indolo[3,2-£]quinoIine is defined by the following structure. Compounds of 

structure 16 (X=N) herein are named as indolo[3,2-g]quino!ines. 
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An indolo[23-/lquinoline is defined by the following structure. Compounds of 
structures 17 (X=N) and 29 herein are named as indo!o[2,3-/)quinoIines. 
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A coumarino[3,4-/]quinoline is defined by the following structure. Compound 159 
and compounds of structures 41 and 88 herein are named as coumarino[3.4-/)quinolines. 



6 



10 









4 


XX 






N 


11 12 


1 



3 
2 



A 5^T-chromeno[3,4-/)quinoline is defined by the following structure. Compounds 
of structures 34, 35, 42, 45 to 54, 93, 95, 97 to 99, 1A, 4A, 7A to 11A, 17A to 19A and 
25A to 27A herein are named as coumarino[3,4~/]quinolines. 
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An 8-pyranono[5,6?]quinoline is defined by the following structure. Compounds 
of structures 57 (Y=0), 60 (Y=0), 63 (Y=0), 69 (Y=0), 73 (Y=0), 28A (Y=0), 33A, 34A, 
37A (X=0), 38A (X=0), 40A (X«0), 41A (X=0). 45A, 65A (X=0) and 67A (X=0) herein 
are named as 8-pyranono[5,6-£]quinolines. 




9 10 1 

A 10-isocoumarino[4,3-£]quinoline is defined by the following structure. 
Compounds of structures 57 (R 2 =R 3 =benzo, Y=0), 60 (R^R^benzo, Y=0), and 63 
(R2=R3=benzo, Y=0) herein are named as 10-isocoumarino[4,3-g]quinolines. 
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A 10-isoquinolino[4,3-g]quinoline is defined by the following structure. 
Compounds of structures 57 (R2=RM>enzo, Y=NH), 60 (R2=R3=benzo, Y=NH), and 63 
(R2=R3=benzo, Y=NH) herein are named as 10-isoquinolino[4,3-£]qutnolines. 



7 




An 8-pyridono[5,6-g]quinoIine is defined by the following structure. Compounds 
of structures 57 (Y=N), 60 (Y=N). 63 (Y=N), 69 (Y=N), 73 (Y=N), 28A (Y=N), 37A 
(X=N), 38A (X=N), 40A (X=N). 41A (X=N), 47A, 53A, 62A, 63A, 65A (X=N), 67A 
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(X=N), 70A, 72A, 74A, 79A, 80A, 81 A and 84A herein are named as 8-pyridono[5,6- 
g]quinolines. 

6 5 4 

7 ^^^^^^ 3 




9 H 10 



2 



5 A 10Z/-isochromeno[4,3-£]quinoIine is defined by the following structure. Compounds of 
structures 61 (R 2 =R 3 =benzo, Y=0) and 62 (R 2 =R 3 =benzo, Y=0) herein are named as 10//- 
isochromeno[4,3-g]quinolines. 

7 

8 6 




1 

An 8ff-pyrano[3,2-£ ]quinoIine is defined by the following structure. Compounds 
10 of structures 61 (Y=0) and 62 (Y=0) herein are named as 8ff-pyrano[3,2-£]quinolines. 



6 5 4 
9 10 1 

A 10-thioisoquinolino[4,3-£]quinoline is defined by the following structure. 
Compounds of structures 58 (R2=R3=benzo, Y=NH) and 76 (R 2 =R 3 =benzo. Y=NH) herein 
IS are named as 10-thioisoquinolino[4,3-g]quinolines. 
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A 9-pyrido[3 T 2-£]quinoIine is defined by the following structure. Compounds of 
structures 71 (Y=N) and 75 (Y=N) herein are named as 9-pyrido[3,2-£]quinolines. 

6 5 4 

8OCO2 
* 10 1 

An 8>thiopyranono[5,6-g]quinoluie is defined by the following structure. 
Compounds of structures 58 (Y=0), 76 (Y=0) and 29A (Y=0) herein are named as 8- 
thiopyranono[5,6-g]quinolines. 

6 5 4 

3 




9 10 1 



2 



An 6-pyrfdono[5,6-g]quinoline is defined by the following structure. Compounds 
of structures 70 (Y=N) and 74 (Y=N) herein are named as 6-pyridono[5,6-g Jquinolines. 




10 1 

A 9-thiopyran-8-ono{5,6-^]quinoline is defined by the following structure. 
15 Compounds of structure 57 (Y=S), 28A (Y=S). 37A (X=S), 38A (X=S), 40A (X=S), 41A 
(X=S), 65A (X=S) and 67A (X=S) herein are named as 9-thiopyran-8-ono[5,6-g]quinolines. 

6 5 4 

3 
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An 7-pyridono[5,6-y]indoline is defined by the following structure. Compounds of 
20 structures 49A, 50A, 57A, and 83A are named as 7-pyridono[5,6-/|indolincs. 
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An 5H-isochromeno[3,4-/|quinoJine is defined by the following structure. 
Compounds of structures 22A, 23A and 24A are named as 5H-isochromeno[3,4- 
/Iquinolines. 

6 
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Detailed Description of 
FfwIypflinMtft of tl* IlFSPtjon 
Compounds of the present invention are defined as those having the formulae: 



R 4 R 3 




(IV) 

OR 
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IS 



R 14 R 16 



P R 3 R2 1 




OR 



(XV) 



10 



15 



wherein: 




R 24 R 2 W 
R 22 R 



(XVI) 



(xvn) 



(xvm) 



R is a heteroaryi optionally substituted with a C| - C4 alkyl, F, CI, Br, NO2. CO2H, 

CO2R 2 , CHO, CN, CF3, CH2OH or COCH3, where R 2 is hydrogen, a Cj - C4 alkyl or 
perfluoroalkyl, aryl, heteroaryi or optionally substituted ally!, arylmethyl, alkynyl or alkenyl, 
20 and where said R 1 heteroaryi is attached to compounds of formulas I and X through a 
carbon or nitrogen atom; 
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R 3 is hydrogen, a C\ - C4 alkyl or peifluoroalkyl, hydroxymethyl, aiyl, hetcroaryl or 
optionally substituted allyl, arylmethyl, alkynyl or alkenyl; 

R 4 through R 6 each independently are hydrogen, F, CI, Br, I t NO2, C0 2 H, CC^R 2 , 
COR 2 , CN, CF 3 . CH 2 OH, a C1-C4 alkyl or peifluoroalkyl, OR 2 , SR 2 , S(0)R 2 , SO2R 2 , 

5 SO3H, SfNRVjR 2 , S(0)(NR 2 R 7 )R 2 t NrV, aryl, heteroaryl or optionally substituted 

2 7 
allyl, arylmethyl, alkynyl or alkenyl, where R has the definition given above, R is 

hydrogen, a C\ - C4 alkyl or peifluoroalkyl, aryl, heteroaryl, optionally substituted allyl or 

arylmethyl, OR 8 or NHR 8 , where R 8 is hydrogen, a Ci - C$ alkyl or peifluoroalkyl, aryl, 

2 2 

heteroaryl, optionally substituted allyl or arylmethyl, SChR or S(0)R ; 

10 R 9 and R 10 each independently are hydrogen, a Ci - alkyl or peifluoroalkyl, aryl, 

9 10 

heteroaryl or optionally substituted allyl, aiylmethyl, alkynyl or alkenyl, or R and R taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR 2 , or NR 2 R 7 , where R 2 and R 7 have the definitions given above; 

R 1 1 through R 15 each independently are hydrogen, F, CI, Br, I, NO* CO2H, CO2R 2 , 
1 5 COR 2 , CN. CF 3 , CH 2 OH, a C1-C4 alkyl or perfluoroalkyl, OR 2 , SR 2 , S(0)R 2 , SO2R 2 , 

SO3H, S(NR 2 R 7 )R 2 , S(0)(NR 2 R 7 )R 2 , NrV 7 , aryl, heteroaryl or optionally substituted 

2 7 8 

allyl, arylmethyl, alkynyl or alkenyl, where R ,R andR have the definitions given above; 

W is O, NH, NR 7 , CH 2 , CHOH, C=0, OC=0, 0=CO, NR 7 C=0, NHC=0, 

*7 7 7 

0=CNR , 0=CNH, SC=0, 0=CS, or CHOCOR , where R has the definition given above, 

20 except that when W is NH, CH2 or O in the compounds of formula m, then R 1 1 through 

\A A 3 O If) 

R and R cannot all be hydrogen when R , R and R are all CH3, nor can they be a 
single F, CI or Br substituent with the remaining substituents all being hydrogen when R 3 , 
R 9 and R 10 are all CH 3 , and further except that when W is O or NH in the compounds of 
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formula IV, then R 5 through R 6 and R 1 1 through R 14 cannot all be hydrogen when R 3 , R 9 
and R 10 are all CH 3 ; 

7 7 

X is CH2, 0, S or NR , where R has the definition given above; 

16 17 17 *y *7 

R is hydrogen, OH, OR , SR , NRTl , optionally substituted allyl, arylmethyl, 
alkynyl, alkenyl, aryl, heteroaryl or Cj - Ciq alky!, where R 17 is a C\ - Ciq alkyl or 

perfluoroalkyl, or is an optionally substituted allyl, arylmethyl, aryl or heteroaryl, and where 
2 7 

R andR have the definitions given above; 
18 19 

R and R each independently are hydrogen, a C j - C$ alkyl or perfluoroalkyl, 

aryl, heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R 18 and 
19 

R taken together can form a three- to seven-membered ring optionally substituted with 

hydrogen, F, OR 2 , or NR 7 R 8 , where R 2 , R 7 and R 8 have the definitions given above; 
20 

R is a C] - C$ alkyl or an optionally substituted allyl, arylmethyl, alkenyl, aryl or 

heteroaryl; 

21 

R is hydrogen, a C] - C 4 alkyl or optionally substituted allyl, arylmethyl, aryl or 
heteroaryl; 

R 22 is hydrogen, a Ci - C 4 alkyl, F, CI, Br, I, OR 2 , NrV or SR 2 , where R 2 and R 7 
have the definitions given above; 

R 23 is hydrogen, CI, Br, OR 8 , NrV, a Cj - C4 alkyl or perhaloalkyl, or is an 

optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl or heteroaryl, where R 2 , R 7 
g 

and R have the definitions given above; 
24 

R is hydrogen, F, Br, CI, a C] - C4 alkyl or perhaloalkyl, aryl, heteroaryl, CF3, 

CF20R 25 , CH2OR 25 , or OR 25 , where R 25 is a C] - C4 alkyl, except that R 24 cannot be 

CH 3 when Z is O t R 22 , R 23 , R 26 and R 29 are all hydrogen and R 3 t R 27 and R 28 all are CH 3 ; 

R 26 is hydrogen, a Ci - C 4 alkyl, F, CI, Br, I, OR 2 , NrV or SR 2 , where R 2 and R 7 
have the definitions given above; 
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R 27 and R each independently are hydrogen, a C\ - C4 alkyl or perfluoroalkyl, 

heteroaryl, optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or an aryl optionally 

2 2 7 27 28 

substituted with hydrogen, F v CI, Br, OR or NRTl , or R and R taken together can 

2 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 



5 or NrV, where R 2 and R 7 have the definitions given above; 



R 29 is hydrogen, a Ci - C& alkyl or an optionally substituted allyl, aiylmethyl, aiyl or 
heteroaryl; 

R 30 and R 31 each independently are hydrogen, a Cj - C$ alkyl or an optionally 

30 31 

substituted allyl, aiylmethyl, aryl or heteroaryl, or R and R taken together can form a 
10 three- to seven-membered ring optionally substituted with hydrogen, F, CI, OR 2 or NrV, 

2 7 

where R andR have the definitions given above; 

R 32 and R 33 each independently are hydrogen, a C| - C4 alkyl or an aryl optionally 

2 7_ 7 32 33 
substituted with hydrogen, F, CI, Br, OR or NRTl , or R and R taken together can 

2 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 

15 or NrV, where R 2 and R 7 have the definitions given above; 

n isOor 1; 
Y is O or S; 

Z is O, S, NH, NR 2 or NCOR 2 , where R 2 has Ac same definition given above; 
the wavy line in the compounds of formulas VII, XII, Xm and XVI represent an 
20 olefin bond in either the cis or trans configuration; and 

the dotted lines in the structures depict optional double bonds, except that when 
there is a C3 - C4 double bond in the nitrogen bearing ring of compounds of formula II, then 
R 1 1 through R 15 cannot all be hydrogen and R 3 , R 9 and R 10 cannot all be methyl, and 
further except when R 23 is an aryl, R 22 , R 24 and R 29 are all hydrogen. R 3 is CH3 and Z is 
25 NR 2 , then R 2 cannot be a C\ - C4 alkyl. 
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Preferably, the compounds of formulae I, n, m, IV, X and XI comprise PR 
antagonists, the compounds of formulae V and VI comprise PR modulators (i.e. both PR 
agonists and antagonists), the compounds of formulae VII, VIII, XII, XIII, XIV, XV and 
XVI comprise PR agonists, and the compounds of formulae IX, XVII and XVm comprise 
5 AR modulators (i.e., both AR agonists and antagonists). More preferably, the compounds of 
formulae DC and XVH comprise AR antagonists. 

The present invention also provides a pharmaceutical composition comprising an 
effective amount of steroid receptor modulating compounds of the formulae: 




wherein: 

R 1 through R each independently are hydrogen, a Ci - C6 alkyl, optionally 
substituted ally], arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl; 
15 R 4 is hydrogen, a Ci - C6 alkyl, or R s OO, OR 6 , or NR 6 R 7 , where R 5 is hydrogen, 

a Ci - Q> alkyl, optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl, 

and wherein R 6 and R 7 each independently are hydrogen, a Ci - C6 alkyl, optionally 
substituted allyl, arylmethyl, aryl, or heteroaryl; 

R9 through R 10 each independently are hydrogen, a C\ - Q> alkyl, optionally 
20 substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl; 

R 1 1 is hydrogen, a C i - C6 alkyl, OR 6 or optionally substituted allyl, arylmethyl, 

alkynyl, alkenyl, aiyl, or heteroaryl, where R 6 has the same definition given above, or R 1 

and R 2 , R 2 and R 3 , R 1 and R 9 , R 10 and R 1 1 , R 1 and R 10 and/or R 1 1 and R 2 when taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
25 OR 6 or NR*R 7 , where R 6 through R 7 have the definitions given above, provided, however, 
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that R 1 , R 2 , R 10 and R 1 1 cannot form more than two three- to seven-membered rings at a 



time; 



Y is O, CHR 6 or NR 6 , where R 6 has the same definition given above; and 



Z is an aryl or heteroaryl group, including mono- and poly-cyclic structures, 
5 optionally substituted at one or more positions with hydrogen, a C j -C$ alkyl, optionally 
substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, heteroaryl, F, CI, Br, I, CN, R 5 C=O f 
R 6 R 7 NO=O t R 6 OC=0, perfluoroalkyl, haloalkyl, a C\ - Q straight-chain hydroxy alkyl, 
HOCR5R8 nitr0f R60CH2, R 6 ©. NH2. or R*R 7 N, where R 5 through R 7 have the 
definitions given above and where R 8 is hydrogen, a C\ - C6 alkyl or optionally substituted 
1 0 allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl; and 
a pharmaceutically acceptable carrier. 

Preferred Z groups, wherein the dashed lines indicate the preferred mode of 
attachment to the nitrogen-bearing ring, include the following: 



[rest of page left purposely blank] 
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The present invention further provides a method of modulating processes mediated 
by steroid receptors comprising administering to a patient an effective amount of a 
5 compound of the formula: 




wherein R through R and Z have the same definitions as given above. 
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In a preferred aspect, the present invention provides a pharmaceutical composition 
comprising an effective amount of a steroid receptor modulating compound of the formulae: 
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R 14 R 16 



P R 3 R 21 




OR 



(XV) 



10 



15 



wherein: 




OR 



R^R'W 
y ^ z A^ n ^r 27 



(XVI) 



(xvn) 



(xvm) 



R 1 is a heteroaryl optionally substituted with a C] - C 4 alkyl, F, CI, Br, NO2, CO2H, 
CO2R 2 , CHO, CN, CF 3 , CH 2 OH or COCH3, where R 2 is hydrogen, aCj -C 4 alkyl or 
perfluoroalkyl, aryl, heteroaryl or optionally substituted allyl, arylmediyl, alkynyl or alkenyl, 
20 and where said R 1 heteroaryl is attached to compounds of formulas I and X through a 
carbon or nitrogen atom; 
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3 

R is hydrogen, a C\ - C4 alky! or perfluoroalkyl, hydroxymethyl, aiyl, heteroaryl or 
optionally substituted allyl, arylmethyl, alkynyl or alkenyl; 

R 4 through R 6 each independently arc hydrogen, F f Cl f Br t I, NO2, CO2H, CO2R 2 
COR 2 , CN, CF 3 , CH 2 OH, a C1-C4 alkyl or perfluoroalkyl, OR 2 , SR 2 t S(0)R 2 , SO2R 2 , 

5 SO3H, S(NR 2 R 7 )R 2 , S(0)(NR 2 R 7 )R 2 , NrV, aryl, heteroaryl or optionally substituted 

2 7 
allyl, arylmethyl, alkynyl or alkenyl, where R has the definition given above, R is 

hydrogen, a Cj - C4 alkyl or perfluoroalkyl, aryl, heteroaryl, optionally substituted allyl or 
8 8 8 

arylmethyl, OR or NHR , where R is hydrogen, a C\ - C6 alkyl or perfluoroalkyl, aryl, 

2 2 

heteroaryl or optionally substituted allyl, arylmethyl, SO2R or S(0)R ; 
9 jo 

1 0 R and R each independently are hydrogen, a C 1 - C$ alkyl or perfluoroalkyl, aryl, 

heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R and R taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR 2 , or NR^ 7 , where R 2 and R 7 have the definitions given above; 

R 1 1 through R 1 5 each independently are hydrogen, F, CI, Br, I, NO2, CO2H, CO2R 2 , 

15 COR 2 , CN, CF 3 , CH 2 OH, a Cj-C 4 alkyl or perfluoroalkyl, OR 2 , SR 2 , S(0)R 2 , SO2R 2 , 
S03H, scnrV^ 2 , scoxnr^V 2 , nrV, aryl, heteroaryl or optionally substituted 

2 7 8 

allyl, arylmethyl, alkynyl or alkenyl, where R , R and R have the definitions given above; 

W is O, NH, NR 7 , CH 2 , CHOH, 00, 00=0, 0=CO, NR 7 C=0, NHOO, 
0=CNR 7 , 0=CNH, SC=O t 0=CS, or CHOCOR 7 , where R 7 has the definition given above; 
20 X is CH 2 , O, S or NR 7 , where R 7 has the definition given above; 

R 16 is hydrogen, OH, OR 17 , SR 17 NrV 7 , optionally substituted allyl, arylmethyl, 

alkynyl, alkenyl, aryl, heteroaryl or C\ - C10 alkyl, where R 17 is a Ci - C10 alkyl or 

perfluoroalkyl, or is an optionally substituted allyl, arylmethyl, aryl or heteroaryl, and where 
2 7 

R andR have the definitions given above; 
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R 1 8 and R 19 each independently are hydrogen, a C j - C& alkyl or perfluoroalkyl, 

18 

aryl, heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R and 
R 19 taken together can form a three- to seven-meinbered ring optionally substituted with 

*y T fi ^7 ft 

hydrogen, F f OR , or NRR, where R ,R and R have the definitions given above; 
5 R 20 is a Ci - Q alkyl or an optionally substituted ally I, arylmethyl, alkenyl, aryl or 

heteroaryl; 

R 21 is hydrogen, a Ci - C4 alkyl or optionally substituted allyl, arylmethyl, aryl or 
heteroaryl; 

R 22 is hydrogen, a C] - C 4 alkyl, F, CI, Br, I, OR 2 , NR 2 R 7 or SR 2 , where R 2 and R 7 

10 have the definitions given above; 

R 23 is hydrogen, CI, Br, OR 8 , NR 2 R 7 , a C| - C4 alkyl or perhaloalkyl, or is an 

2 7 

optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl or heteroaryl, where R , R 
g 

and R have the definitions given above; 

R 24 is hydrogen, F, Br, CI, aCj - C4 alkyl or perhaloalkyl, aryl, heteroaryl, CF3, 
15 CF2OR 25 , CH2OR 25 , or OR 25 , where R 25 is a C\ - C 4 alkyl; 

R 26 is hydrogen, a Ci - C 4 alkyl, F, CI, Br, I, OR 2 , NrV 7 or SR 2 , where R 2 and R 7 
have the definitions given above; 

R 27 and R 28 each independently are hydrogen, a C| - C4 alkyl or perfluoroalkyl, 
heteroaryl, optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or an aryl optionally 
20 substituted with hydrogen, F, CI, Br, OR 2 or NrV, or R 27 and R 28 taken together can 

2 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 
or NRV, where R 2 and R 7 have the definitions given above; 

R 29 is hydrogen, a C\ - C6 alkyl or an optionally substituted allyl, arylmethyl, aryl or 
heteroaryl; 



WO 96/19458 



PCI7US95/1609* 



29 

30 31 

R and R each independently are hydrogen, a Cj - C$ alky] or an optionally 

30 31 

substituted allyl, arylmethyl, aryl or heteroaryl, or R and R taken together can form a 

three- to seven-membered ring optionally substituted with hydrogen, F f CI, OR 2 or NR^ 7 , 
2 7 

where R and R have the definitions given above; 
32 33 

5 R and R each independently are hydrogen, a C\ - C4 alkyl or an aryl optionally 

2 2 7 32 33 

substituted with hydrogen, F, CI, Br, OR or NR R , or R and R taken together can 

2 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 

or NR^ 7 , where R 2 and R 7 have the definitions given above; 

n is 0 or 1 ; 
10 YisOorS; 

2 2 2 

Z is O, S, NH, NR or NCOR , where R has the same definition given above; 

the wavy line in the compounds of formulas VII, XII, Xm and XVI represent an 
olefin bond in either the cis or trans configuration; 

the dotted lines in the structures depict optional double bonds; and 
IS a pharmaceutical^ acceptable carrier. 

Preferably, the compounds of formulae I, n, m, IV, X and XI comprise PR 
antagonists, the compounds of formulae V and VI comprise PR modulators (i.e. both PR 
agonists and antagonists), the compounds of formulae VII, vm, XII, Xm, XTV, XV and 
XVI comprise PR agonists, and the compounds of formulae IX, XVII and XVIH comprise 
20 AR modulators (i.e., both AR agonists and antagonists). More preferably, the compounds of 
formulae IX and XVH comprise AR antagonists. 

In a further preferred aspect, the present invention comprises a method of 
modulating processes mediated by steroid receptors comprising administering to a patient an 

effective amount of a compound of the formulae I through XVm shown above, wherein R 1 
35 

25 through R , W, X, Y and Z all have the same definitions as those given above for the 

preferred pharmaceutical composition of the present invention. 

Any of the compounds of the present invention can be synthesized as 
pharmaceutically acceptable salts for incorporation into various pharmaceutical 
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compositions. As used herein, pharmaceutical^ acceptable salts include, but are not limited 
to, hydrochloric, hydrobromic, hydroiodic, hydrofluoric, sulfuric, citric, maleic, acetic, 
lactic, nicotinic, succinic, oxalic, phosphoric, malonic, salicylic, phenylacetic, stearic, 
pyridine, ammonium, piperazine, diethylamine, nicotinamide, formic, urea, sodium, 

5 potassium, calcium, magnesium, zinc, lithium, cinnamic, methylamino, methanesulfonic, 
picric, tartaric, triethylamino, dimethylamino, and tris(hydoxymethyl)aminomethane. 
Additional pharmaceutically acceptable salts are known to those skilled in the art. 

The PR agonist, partial agonist and antagonist compounds of the present invention 
are particularly useful for female hormone replacement therapy and as modulators of 

1 0 fertility (e.g., as contraceptives, contragestational agents or abortifacients), either alone or in 
conjunction with ER modulators. The PR active compounds are also useful in the treatment 
of dysfunctional uterine bleeding, dysmenorrhea, endometriosis, leiomyomas (uterine 
fibroids), hot flashes, mood disorders, meningiomas as well as in various hormone- 
dependent cancers, including, without limitation, cancers of the ovaries, breast, 

1 5 endometrium and prostate. 

AR agonist, partial agonist and antagonist compounds of the present invention will 
prove useful in the treatment of acne, male-pattern baldness, male hormone replacement 
therapy, wasting diseases, hirsutism, stimulation of hematopoiesis, hypogonadism, prostatic 
hyperplasia, various hormone-dependent cancers, including, without limitation, prostate and 

20 breast cancer and as anabolic agents. 

ER agonists, partial agonists and antagonists compounds of the present invention are 
useful in female hormone replacement therapy and as fertility modulators, typically in 
combination with a PR modulator (i.e., a progestin, such as Premarin®). ER modulator 
compounds are also useful to treat atrophic vaginitis, kraurosis vulvae, osteoporosis, 

25 hirsutism, hot flashes, vasomotor symptoms, mood disorders, neuroendocrine effects, acne, 
dysmenorrhea and hormonally dependent cancers, including, without limitation, breast and 
prostate cancer. 

GR and MR agonists, partial agonists and antagonists of the present invention can be 
used to influence the basic, life sustaining systems of the body, including carbohydrate, 
30 protein and lipid metabolism, electrolyte and water balance, and the functions of the 

cardiovascular, kidney, central nervous, immune, skeletal muscle and other organ and tissue 
systems. In this regard, GR and MR modulators have proved useful in the treatment of 
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inflammation, tissue rejection, auto-immunity, hypertension, various malignancies, such as 
leukemias, lymphomas and breast and prostate cancers, Cushing's syndrome, glaucoma, 
obesity, rheumatoid arthritis, acute adrenal insufficiency, congenital adrenal hyperplasia, 
osteoarthritis, rheumatic fever, systemic lupus erythematosus, polymyositis, polyarteritis 
5 nodosa, granulomatous polyarteritis, allergic diseases such as urticaria, drug reactions and 
hay fever, asthma, a variety of skin diseases, inflammatory bowel disease, hepatitis and 
cirrhosis. Accordingly, GR and MR active compounds have been used as immuno 
stimulants and repressors, wound healing - tissue repair agents, catabolic/antianabolic 
activators and as anti-viral agents, particularly in the treatment of exacerbated herpes 

10 simplex virus. 

It will be understood by those skilled in the art that while the compounds of the 
present invention will typically be employed as a selective agonists, partial agonists or 
antagonists, that there may be instances where a compound with a mixed steroid receptor 
profile is preferred. For example, use of a PR agonist (i.e., progestin) in female 

1 5 contraception often leads to the undesired effects of increased water retention and acne flare 
ups. In this instance, a compound that is primarily a PR agonist, but also displays some AR 
and MR modulating activity, may prove useful. Specifically, the mixed MR effects would 
be useful to control water balance in the body, while the AR effects would help to control 
any acne flare ups that occur. 

20 Furthermore, it will be understood by those skilled in the art that the compounds of 

the present invention, including pharmaceutical compositions and formulations containing . 
these compounds, can be used in a wide variety of combination therapies to treat the 
conditions and diseases described above. Thus, the compounds of the present invention can 
be used in combination with other hormones and other therapies, including, without 

25 limitation, chemotherapeutic agents such as cytostatic and cytotoxic agents, immunological 
modifiers such as interferons, interleukins, growth hormones and other cytokines, hormone 
therapies, surgery and radiation therapy. 

Representative PR antagonist compounds according to the present invention include: 
1^3,4-Tetrahydro-2,2,4-trimethyl-6-phenylquinoline (Compound 100); l,2-Dihydro-2,2,4- 

30 trimethyl-6-(l,2,3-thiadiazol-5-yl)quinoline (Compound 101); l,2-Dihydro-2,2,4-trimethyl- 
6-(13-oxazol-5-yl)quinoline (Compound 102); 6-(4>DichloroimidazoM-yl)-l,2-dihydro- 
2,2,4-trimethylquinoline (Compound 103); 6-(4-Bromo-l-methylpyra2ol-3-yI)-l,2-dihydro- 
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2A4-trifnethylquinoline (Compound 104); U-Dihydro-2^,4-trimethyl-6-(3- 
pyridyl)quinoline (Compound 105); 6-(4-Fluoropncnyl)-U,-dihydro-2 t 2,4- 
trimcthylquinoline (Compound 106); U-Dihydro^-(3-trinuoromethylphenyl)-2A4- 
trimethylquinoline (Compound 107); l,2-Dihydfo-2^,4-trimethyl-6-(4- 
5 nitrophenyl)quinolinc (Compound 108); 6-(2,3-Dichlorophenyl)-1.2-dihydro-^2,4- 

trimethylquinoline (Compound 109); l^Dihydio-6-(2-hydroxycarbonyl-4-nitiophenyl> 
2,2,4-trimethylquinoline (Compound 110); 6-(3,4-Dichlorophenyl)-U-dihydro-2^,4- 
trimcthylquinoline (Compound 111); 4-Ethyl-U-dihydro-2,2-dimethyl-6-phenylquinoline 
(Compound 112); l>Dihydro-2^Kumemyl-6-phenyl-4-propylquinoline (Compound 113); 
10 6-(2-Chlorophenyl)-1.2-dihydro-2^,4-trimethylquinoline (Compound 1 14); 1^-Dihydro- 
2.2,4-trimethylindeno[l>g]quinolinc (Compound 115); l^-Dihydro-2,2,4- 
trimcthylindeno[2.1-/lquinoline (Compound 1 16); 8-Bromo-l,2-dihydro-2,2.4- 
trimethylindeno[l,2-g]quinoline (Compound 117); l,2-Dihydi©-2£,4- 
trimethylbenzo[bjfuranot3^^]quinoline (Compound 1 18); l,2-Dihydro-2,2,4- 
15 trimethylben2o[b]furano[2,3-yiquinoline (Compound 1 19); 6-Fluoro-l ,2-dihydro-2,2,4- 
trimethyIindeno[2.1-/lquinolinc (Compound 120); 9-Fluoro-l,2-dihydio-2,2,4- 
trimethylindeno[ia-g]quinoline (Compound 121); U-Dihydro-9-hydroxylmethyl-2A4- 
trimcunylindeno[l,2-g]quinoline (Compound 122); 8-Chloro-l^-dihydro-2A4- 
trimethylindeno[l>g]quinoline (Compound 123); 8-Fluoro-l,2-dihydro-2,2.4- 
20 trimethylindeno[1.2-s)quinoline (Compound 124); 8-Acetyl-l,2-dihydro-2,2,4- 
trimcthylindeno[l,2-riquinoline (Compound 125); 6-Fluoro-l,2-dihydro-2,2.4- 
trimethylindeno[l,2-;]quinoline (Compound 126); 7-Bromo-l^-dihydro-2^,4- 
trimcthylindeno[2,l-/lquinoline (Compound 127); U-Dihydro-2^,4-trimeihyl-7- 
nitroindcno[2,l-/lq««nolinc (Compound 128); U-Dihydro-2^,4-trimethyl-8- 
25 nitroindeno[l ,2-glquinoline (Compound 129); 6,9-Difluoro-U-dihydro-2,2.4- 

trimcthylindenoll^lquinoline (Compound 130); 7-Fluoro-l,2-dihydro-2A4-trimeuiyl-l 1- 
(thiomethyl)indcno[2,l-yiquinoline (Compound 131); 5,8-Difluoro-l,2-dihydro-10-hydroxy- 
2A4-trimethylindcno[l>f Iquinoline (Compound 132); 7,9-Difluoro-l^-dihydro-lO- 
hydroxy-2^,4-trimcthylindeno[U-*]quinoline (Compound 133); 7,10-Difluoro-1,2- 
30 dihydro-2,2,4-trimethyl-5-oxoindeno[3,2-/lquinolinc (Compound 134); 7,9-Difluoro-l 2- 
dihydro-2^,4-trimcthyl-10-oxoindMio[l^-^lquinoline (Compound 135); 8-Fluoro-l,2- 
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dihydro-10-hydroxy-2£,^^ (Compound 136); S-Fluoro-1,2- 

dihydn>-2 t 2 t 4-trimethyl-10-oxoindeno[l r 2- ) glquinoline (Compound 137); 7-Fluoro-l^- 
dihydro*2 9 2 9 4-trimethy]*8-nitroindeno[l^-;]quinoline (Compound 138); S-Chloro-1,2- 
dihydro-10-hydroxy-2^,4-trimethyIindeno[l t 2-^]quinoline (Compound 139); 6-F1UOIO-1.2- 
5 dihydro-2 t 2,4-trimcthyl-10-oxoindcno[l^-g]quinoline (Compound 140); 6-Fluoro-l^- 
dihydro-10-hydroxy-2^ f 4-trimcthylindcno[l f 2-g]quinoline (Compound 141); 5,8-Difluoro- 
l^ihydro^Atrimethyl-lO-Oriflu^ (Compound 142); 

M3^-DifluorophenyI)-1^3,4-tetnihydio-2^,4-trimethylquin 143); 1,2- 

Dihydn>-2^ f 4-trimethylindolo[3^-g]quinoIine (Compound 144); 5-Ethyl-l,2-dihydio-2,2,4- 

10 trimethylindoio[2 9 3rfquinoltne (Compound 145); 6-(3-ChlorophenyI)-1 ,2-dihydn>-2 9 2,4- 
trimethylquinoline (Compound 146); 6K3 9 5-Difluorophenyl)-1.2-dihydro-2 9 2 9 4- 
trimcthylquinoline (Compound 147); 6-(3-Fluorophenyl)-lr2-dihydro-2,2>4- 
trimethylquinoline (Compound 148); K2-Dihydro-2^ 9 4-trimethyl-6-(4-pyridyl)quinoline 
(Compound 149); 6K3-CyanophenyI)-l^Klihydn>2,2,4-trimethylquinoHne (Compound 

1 5 1 50); 6-(3 ,5-DichIoropheny 1)- 1 t 2-dihydro-2,2 t 4-trimethylquinoline (Compound 151); 6- 
(23-Difluorophenyl)*l v 2-dihydro-2 v 2 t 4-trimethyIqu]noline (Compound 152); 1^-Dihydn>- 
2^ v 4-trimethyl-6-(pentafluorophenyl)quinoline (Compound 153); l«2-Dihydro-2^,4* 
trimethyl-6-[4-(trifluoroacetyl)phenyl]quinoHne (Compound 154); 1 t 2-Dihydro-2 9 2,4- 
trimethyl-6-(l,3-pyrimid-5-yl)quinoline (Compound 155); 6-(3-Cyanophenyl)- 1,23,4- 

20 tetrahydro-2 9 2,4-trimethy Iquinoline (Compound 1 56); 5 9 8-Difluoro- 1 ,2-dihy dro-2,2,4- 
trime thy lindeno[l,2-£]qui noli ne (Compound 157); 7 > 10-Difluoro-l t 2-dihydro-2»2,4- 
trimethyIindeno[2 9 l iquinoline (Compound 158); 8-Cyano-l 9 2-dihydro-2 9 2 > 4- 
trimethylindeno[3,2-t]quinoline (Compound 270); 6-(3-Cyano-5-fluorophenyI)- 1 ,2-dihydro- 
2,2,4-trimethy Iquinoline (Compound 271); 6-(3-Cyano-4-fluorophenyl)-l 9 2-dihydn>-2 9 2,4- 

25 trimethylquinoline (Compound 272); 6-(3-Cyano-6-fluoropheny 1 )- 1 9 2-dihydn>-2 9 2 9 4- 

trimethy Iquinoline (Compound 273); 6-[5-fluoro-3-(trifluoromethyl)pheny]]-l 9 2-dihydn>- 
2.2 9 4-triniethylquinoline (Compound 274); 6-(3-chloro-2-methylphenyl)-l 9 2-dihydro-2 9 2 9 4. 
trimethylquinoline (Compound 275); 1 9 2-Dihydro-2 9 2 f 4-trimethyl-6-(3- 
nitrophenyI)quinoline (Compound 276); 6-(3-Acetylphenyl)-l«2-dihydro-2 9 2 9 4- 

30 trimethylquinoline (Compound 277); 6-(3-cyano-2-methy Ipheny 1 )- 1 9 2-dihydn>-2 9 2 9 4* 
trimethylquinoline (Compound 278); l^-Dihydro-W^trimethyl^S- 
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methylphenyOquinoline (Compound 279); 6-(5-FIuoro-3-nitrophenyI)-l f 2-dihydro-2^,4- 
trimethylquinoline (Compound 280); l f 2-Dihydro-6-(3-mcthoxyphcnyl)-2 f 2 t 4- 
trimcthylquinolinc (Compound 281); 6-(5-Cyano-3-pyridyI)-l,2-dihydro-2A4. 
trimethylquinoline (Compound 282); 1 t 2-Dihydro-2^ f 4-trimethyl-6-(2-methy 1-3- 
5 nitropheny l)quinoline (Compound 283); 6-(2-Amino-3 ? 5-difluorophenyl)- 1 ,2-dihydro-2,2 f 4- 
trimethylquinoline (Compound 284); 6-(3-Bromo-2-chloro-5-fluorophenyI)-l^-dihydrx>- 
2,2,4-trimethyiquinoline (Compound 285); 6-(3-Cyano-5-fluorophenyl)-l t 2-dihydn>-2 t 2 > 4- 
trimethyl-3-quinolone (Compound 286); 6-(3-Fluoro-2-methylphenyI).l,2-dihydn>-2,2 f 4- 
trimethylquinoline (Compound 287); l^-Dihydio-2 f 2>trimethyl-6-(3- 

1 0 methy lthiopheny l)quinoline (Compound 288); 6-(5-Chlon>-2-thieny ly 1 ,2-dihy dny-2,2,4- 
trimethylquinoline (Compound 289); l f 2-Dihydro-2,2,4-trimethyl-6-(3-methyl-2- 
thienyl)quinoline (Compound 290); 8-Fluoro-l f 2-dihydn>-2,2 t 4^rimethyl-6-(3- 
nitrophenyl)quinoline (Compound 291); l£-Dihydro-6-(3-nitropheny1)-2,2 t 4 t 8- 
tetramethylquinoline (Compound 292); 6-(5-Bromo-3-pyridyl)-l t 2-dihydro-2 > 2 f 4- 

1 5 trimethylquinoline (Compound 293); 6-(3-Bromo-2-pyridyl)- 1 ,2-dihydro-2,2,4- 
trimethylquinoline (Compound 294); 6-(3-Bromo-2-thienyl)-l^-dihydro-2 t 2 f 4- 
trimethylquinoline (Compound 295); l^-Dihydro^(23,5 t 6-tetranuoTO-4-pyridyl)-2^ f 4- 
trimethylquinoline (Compound 296); StS-Difluoro-l^-dihydn^^KS-nitrophenyl^^,^ 
trimethylquinoline (Compound 297); 2,4-Diethyl-8-fluoro-U2-dihydro-2-methyl-6-(3- 

20 nitrophenyl)quinoline (Compound 298); 6-(3-Bromophenyl)- 1 ^-dihydro-2,2,4- 
trimethylquinoline (Compound 299); 1 t 2-Dihydro-2 t 2,4-trimethyl-6-(5-nitro-2- 
thienyl)quinoline (Compound 300); l f 2-Dihydro-6-(2 f 4 v S*trifluorophenyl)-2 v 2 t 4- 
trimethylquinoline (Compound 301); 6-(3-Bromo-S-fluorophenylM.2-dihydro-2,2,4- 
trimethylquinoline (Compound 302); 6-(5-Carboxaldehyde-3-thienyl)-l,2-dihydro-2^ f 4- 

25 trimethylquinoline (Compound 303); 1 t 2-Dihydn>-2 f 2 f 4.7-tetiamethyl-6-(3- 

nitropheny l)quinoline (Compound 304); 6-(5-Fluoro-2-methoxy-3-nitrophenyl)-l f 2-dihydro- 
2^,4-trimethylquinoline (Compound 305); 6-(3-Chloro-2-methoxyphenyl)-l,2-dihydro- 
2,2,4-trimethylquinoline (Compound 306); 1 £-Dihydro-2£,4-trimethyl-6-(2,3t4- 
trifluorophenyl)quinoline (Compound 307); 6-(3-Bromo-2-methylphenyI)-U2-dihydro- 

30 2,2,4-trimethylquinoline (Compound 308); 7-Chloro-l f 2-dihydro-2^,4-trimethyl-6-(3- 
nitrophenyDquinoline (Compound 309); 5-Chloro-l ,2-dihy drcK2^2,4-trimethyl-6-(3- 
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nitrophenyl)quino]ine (Compound 310); 8-Ch!oro- 1 ^-dihydro^^-tri methyl -6-(3- 
nitrophenyl)quinoline (Compound 311); S-Etbyl-l^-dihydro-l^^trimcthyl-^S- 
nitrophcny])quinoIinc (Compound 312); 9-Chlon>l^-dihydro-2^-dimethyl-5- 
coumarino[3,4-J]quinoline (Compound 313); l£-Dihydro-9-methoxy-2 t 2,4-trimethyl-5- 
coumarino[3,4-/|quinoline (Compound 314); 9-Fluoro-l,2-dihydn>-2,2,4 t l l-tetramethyl-5- 
coumarino[3,4-/]quinoIine (Compound 315); l t 2-Dihydro-2 t 2,4,9-tetramethyl-5- 
coumarino[3,4->]quinoline (Compound 3 1 6); 7-Chloro-l t 2-dihydro-2,2 t 4-trimethyl-5- 
coumarino[3,4-/|quinoline (Compound 317); (R^9-ChJoro-l t 2-dihydro-5-methoxy-2^,4- 
trimethyl-5//-chromeno[3 v 4-/]quinoline (Compound 319); (/2^S)-9-FIuoro-l t 2-dihydro-2,2,4- 
trimethyl.5W-chromcno[3 t 4-y]quinoIine (Compound 328); 6-(5-Cyano-2-thienyl)-l,2- 
dihydro-2£,4-trimethylquinoiine (Compound 451); 6-(5-Cyano-3-thienyI)«l ,2-dihydn>- 
2,2,4-trimethylquinoline (Compound 452); 6^3-Formylphenyl)-l*2-dihydit>-2,2,4- 
trimcthylquinoline (Compound 453); l£-Dihydit>-2£,4-trimethyl-6-[3- 
(methylsulfonyl)phcnyl]quinolinc (Compound 454); (/V5^6-(3-Cyano-5-fluorc^hcnyI>- 
l^ t 3,4-Tctrahydn>-2 t 2 t 4-trimethylquinoHne (Compound 455); and (/WS)-9-ChIoro-l^- 
dihydro-2^ f 4-trimethyI-5-phenyl-5W<hromeno[3,4./lquinolinc (Compound 456). 

Representative PR modulator compounds (i.e. f agonists and antagonists) according 
to the present invention include: (/^5^5-Butyl-l^ihydro-2^,4.trimethyl-5/f- 
chromeno[3,4-/|quinoline (Compound 160); (/i/5)-l t 2-Dihydn>-2 t 2,4-trimethyl-5-phenyl- 
5#-chromeno[3 t 4-/)quinoline (Compound 161); (/V^l^^Tetrahyd^^-dimethy!-^ 
methyIidene-5-phenyl-5ff-chromenol3,4-^quinoIine (Compound 162); (R/S)-5-(4- 
Chlon>phenyJH.2^ihydi^2;2,4-tri^ (Compound 163); 

(/VS)-5K4-Chloropheny 1H .23^ 

/Jquinoline (Compound 164); (W5^5K4-Huorophenyl)-l^Hlihydro-2^ t 4-trimethyl-JH- 
chromeno[3,4.y]quinoline (Compound 165); (/Z/5)-5-(4-Acetylphenyl)-l,2-dihydh>-2 f 2,4- 
trimethyl-5H-chromeno[3 t 4-/)quino]ine (Compound 166); (/l/S)-1.2-Dihydro-2,2,4- 
trimethyl-5-(4-methylphenyl)-5/f-chromeno[3,4-/|quinoline (Compound 167); (R/S)-l£- 
Dihydro-5^4-methoxyphenyI)-2£/»-trime%^ 

1 68); (R/Sh 1 ,2-Dihydro-2 f 2,4-trimethyI.5.[4^trifluoromethy l)pheny I]-5tf-chromeno[3,4- 
/Jquinoline (Compound 169); (/VS^U-Dihyd^^^trimethyl-S^thiophen-S-yl^i/f- 
chromeito[3,4-y]quinoline (Compound 170); (-^l^-Dihydro-W^trimethyl-S^ 
methylphenyl)-J/f-chromeno[3 f 4.y]quinoline (Compound 171); (-)-5-(4-Chlorophenyl)-l,2- 
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dihydro-2^,4-trimethyl-5H-chromeno[3,4-/Jquinoline (Compound 172); (/KS)-l,2-Dihydro- 
2A4-trimeUiyl-5K3-memylphenyl)-5ff^hioineno[3 f 4-/JquinoHn (Compound 173); (+)- 
(4/,5i>5-(4-CMorophenylH.23,4-teti^ 

(Compound 174); (-H4/^/)-5K4^1orophenyl)-1^.4-tetrahydro-2^,4-rtmethyl-5W- 
5 chromcno[3,4-/Iquinolinc (Compound 175); (/V5-4W«)-5-(4-Chlorophenyl)-1^3.4- 
tetrahydro-2A4-trimethyl-5/f^hromeno[3,4-/|quinoline (Compound 176); (/VS)-5-(3- 
ChlorophenylM.2Klfoydfo-2,2,4-trime^ (Compound 177); 

(/VS)-5-(3-ChlorophenylH.23,4-teti^ydi^ 

/Iquinoline (Compound 178); (JWS)-M4-Bromophenyl).l^-dihydro-2^,4-trimethyl-5H- 
1 0 chromeno[3,4-/)quinoHne (Compound 1 79); (/J/5)-5-(4-BromophenyI)- 1 ^,3.4-tetrahydro- 
2,2^imcmyl^mcthylidene-5//-chromeno[3,4-^Jquinolinc (Compound 180); (IZ/S)-5-(3- 
Bromophcnyl)-!, 2niihydio-2A4-triniemyl-5ff<hromenoI3,^/lquinolinc (Compound 181); 
(JWS)-5-(3-BromophenylM.23,4-tetrahydi©-2^-dm^ 

/Iquinoline (Compound 182); (JWS)-5-(3,4-Dichloiophenyl)-l, 2-dihydn>2^,4-trimeuiyl- 
1 5 5ff-chromeno[3,4-/lquinoline (Compound 1 83); (Ji/S)-5-(3-Bromo-2-pyridyl)- 1 ^-dihydro- 
2^,4-trimethyl-5#-chromeno[3,4-/|quinoline (Compound 184); (/2/S)-l^-Dihydro-5- 
hydroxy-2^,4-trimethyl-5H-chromeno[3,4-/lquinoline (Compound 185); (»5)-l^-Dihydro- 
2^4-trimethyl-5-methoxy-5//-chromeno[3,4-yiquinolinc (Compound 186); (iJ/5)-l,2- 
Dihydro-2,2,4^memyl-5-propoxy-5H^hromeno[3,4-yjquinoline (Compound 187); (RJSh 
20 5-Allyl-l^^hydro-2^Atrimethyl-5W-chromenoI3,4-/lquinoline (Compound 188); (/V5>- 
l^-Dihydn>2^,4-trimemyl-5-propyl-5i/^hionicnol3,4-yiqu>noline (Compound 189); 
(/VSH.2-Dihydio-2A4^meAyl-M2-pyrid 

1 90); (JWS)-5-(3-Fluorophenyl)-l ^^hydro-2^,4^rimethyl-5H-chromeno[3,4-/lquinoline 

(Compound 191); (JVS)-5K3-FliioiopnenylM.23,4-tetr^^ 
25 5H-chromeno[3,4-/)quinoline (Compound 192); (R/S)-\ t 2-EHhydro-2a,4-trimethyl-5- 

propylthio-5H-chromcno[3,4Vlquinoline (Compound 193); (JMSH.2-Dihydro-5-(3- 

memoxyphenyl)-2;i,4-trime*yl-5tf 194); (R/S) 1,2- 

Dmydro-2,2,4-ttiiiiemyl-5-[3-(trinuoiome^ 

(Compound 195); (J^5-(3-Fluoro-4-nie*ylphenylH,2-dm^ 
30 chromeno[3,4-/)quinoline (Compound 196); (/&5>-5-(4-Broino-3-pyridyl)-l ^-dihydro- 

2a.4-trimethyl-5H^hromenoI3,4-/lquinoiine (Compound 197); (R/^-l,2-Dihydro-2£,4- 
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trimethyI-5K3-pjridy])-5H-chronieno[3 f 4-/lquino1ine (Compound 198); (/MS>5-(4-Chloro- 
3-fluorophenyl)-l ,2-dihydro-2,2 ,4-trimethyI-5//-chromcno[3,4-/Iquinoline (Compound 

199) ; (/2/5)-l^-Dihydro-2 t 2,4^-tetramcthyl-5jff-chromeno[3 ,4-/]quinoIinc (Compound 

200) ; (W^l,2-Dihydro-5-hexyl-2»2,4-trime^^ (Compound 
5 201 ); 1 £-Dihydro-2£,4-trimethy l-5/f-chromeno[3 f 4-y]quinoline (Compound 202); (R/S)- 

1 ,2-Dihydro-5-(3-methylbuty l)-2 A4-trimcthyl-5W-chromeno[3 t 4-/]quinoline (Compound 
203); (/J/S)-S-(4-Chlon>buty I)- 1 »2-dihydro-2 t 2 f 4-trimethy l-5//-chromeno[3,4-/|quinoline 
(Compound 204); (/KS)-5-BenzyI-l,2Klihydro-2 v 2,4~ri 
(Compound 205); (^5)-5-(4-BroirobutyI)-l,2^!hyd 

1 0 yjquinolinc (Compound 206); (/?/S)-5-Butyl-9-fluoro- 1 v 2-dihydro-2 f 2,4*trimethyI-5tf- 
chromeno[3,4-/]quinoline (Compound 210); (/V5)-5-ButyI-8-fluoro-l^-dihydit>-2^,4- 
trimcthyl-5W-chromcno[3,4-y]quinolinc (Compound 211); (/?/S)-5-(3-Chloropheny])-9- 
fluoro-i;2Kiihydro-2,2 t 4-trimethyl-5^^ (Compound 212); (R/Sy5- 

(4-Chloro-3-methy]phenyl)-9-fluoro- 1 t 2-dihydro-2 f 2,4-trimethyl-Jff-chromcno[3,4- 

1 5 yiquinolinc (Compound 2 1 3); (^/5)-5-(4-Chlorophcnyl)-9-fluoro- 1 t 2-dihydfo-2,2 t 4- 

trimethyI-5//-chromeno[3 v 4-/]qu!noline (Compound 214); (/V5)-9-FJuoro-l,2-dihydro-5-(4- 
methoxyphcnyl)-2^ t 4-trimcthyl-5^-chromeno[3,4-/]quinoline (Compound 215); (R/SyZ- 
Fluoro- 1 »2-dihydn>-5-methoxy 1-2,2,4-trimethy l-5//-chromcno[3,4-/]qu!noline (Compound 
2 1 6); (Jt/5)-S-(4-Chlofopheny l)-8-fluoro- 1 ,2-dihy dro-2 t 2 t 4-trimcthy !-5/f-chromeno[3 f 4- 

20 /Iquinoline (Compound 2 1 7); and (/2/5)-9-Chloro-5-(4-chlorophcny 1> 1 ,2-dihydro-2 t 2,4- 
trimethyJ-5//-chromeno[3 f 4-/]quinolinc (Compound 218); 9-Chloro-U2-dihydro-2 f 2 f 4- 
trimethyl-5^-chromeno[3 9 4^]quino]ine (Compound 320); (/J/S)-9-Fluon>-l t 2-dihydro-5- 
methoxy-2,2,4-trimcthyl-5H-chromeno[3,4-/]quinoline (Compound 322); (/KS)-9-Fluoro- 
l t 2^ihydro-2 9 2 f 4-dimethyI-5-thiopropoxy-5W^hromcno[3 f 4^ (Compound 323); 

25 (/&5)-9-FluoirM,2^ihydro-2,2,4-trira 

(Compound 324); (/&!^l,2-Dihydro-9-methoxy-2^^ 

/Iquinolinc (Compound 329); (/^-l 9 2-Dihydro-2 > 2,4 t 9-tetramethy]-5H-chromeno[3,4- 
/Iquinoline (Compound 330); (R/Syi-Chloro- 1 ,2-dihydro-2 f 2 t 4-Uimcthy N5//- 
chromeno[3,4-/]quinoline (Compound 331); (iV5)-5-(4-Bromo-3-pyridyl)- 1,2,3.4- 
30 teti^ydi^2,2^!methyl-4*methyIidene-5H-chromeno[3.4-/]quinoline (Compound 347); 
(/J/S)-5-(3,5-DifluoiT>phenyl)- 1 »2Klihydro-2^ f 4-trimcthyl-5//-chromcno[3 t 4^/]quinoline 
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(Compound 348); (^S>5K3-Bromc>-5-nuoroph en yl)- 1 ^.4-tetrahydro-2,2-dimethyl-4- 
methylidene-5H-chroineno[3.4-/lquinoline (Compound 352); (Z)-l^,-Dihydro-5-(2.4,6- 
uiinemylbetizylidene>2,2,4-ri^ (Compound 364); (Z)-5- 

B«aylidei»e-9-nuc^l.2Hlih^^ 
5 (Compound 377); 0t/5^4CUantlbm^ 

chromeno[3,4-/}-4^uinolinone (Compound 378); (#5)-5-(4<fclorophenyJ)- 1^3,4- 
tctrahy^^^tetramcmyl-SH^hiomenoIS^/l-^uinolinonc (Compound 379); (R/Sy 

5^4<:hlorophenylH.2Huhyd^ 

380);(+H/?*^/.50-5K4^1orophenyl)-1^.4-tetr^ydio-2,2,4^ 
10 chromenot3,4-/l-3^uinolinone (Compound 381); (-H/?*-4U0-5-(4-Chlorophenyl)-l A3,4- 
tetnmydro-2^.4-triinemyl-5H^hromeno[3,4-yi-3-quinolinone (Compound 382); (R/S)-5<4. 
ChlorophenylM^3.4-tetrahydro-2^^ 

(Compound 383); (/VS)-3K3-Huoroberayl>5K3-fluorobenzylideiie)-l^,4^tnmydro-3- 
hydroxy-2^,4-trimethyl-5H-chromeno[3,4-/]quinoline (Compound 384); (JOT)-3.5-Dibutyl- 

15 i^3,4-tetnmydro-3-hydJoxy-2,2,4-trir^ (Compound 
385); (JV5)-5-Butyl- 1 ,2,3 >tetrahydro-2^.4-trimcmyl-5H^hromeno[3,4-yj-3-quinolinonc 
(Compound 386); (/VS^/,5/)-U,3,4-Tetrahydn>-2^.4-trimethyl-5.phenyl-5H- 
chromeno[3,4-/l-3-quinolinone (Compound 387); (/VS-#/,5«)-U3.4-TctnihydiorW,4. 
trimethyl-5-phenyl-5H-chromeno[3,4-/]-3-quinolinonc (Compound 388); (RIS-4l,6u)- 

20 i£3,4-Teti^ydro-2,2,4-trime%^ 

(Compound 390); (/WS^/.6/^U,3.4-TeuTUiydro-2a,4-trimethyl-6-phcnyl-5H- 
isochfomeno[3,4-yi-3-quinolinonc (Compound 391); (/i/S-5/,4«^«)-5-(4^hloiophenyl> 
l,2,3,4-tetrahydro-3-memoxy-2,2,4-^ 

397); (/V5-5/.^H,50-5-(4-Chlorophenyl)-l ^,4-tctrahydro-3-methoxy-2^,4-trimethyl-5H- 
25 chromeno[3.4-/]quinoline (Compound 398); (/VS-5W«.5/)-5-(4-ChloTophenyl)-l ^3.4- 
tetrahydxo-3-propyloxy-2,2,4-trinK^^ (Compound 399); 

(JWS-3/,4M,5«>5^4^orophenyl>lA3,4-^^ 

chiomcno[3.4-/lquinoline (Compound 400); and (#S^/.50-3-Benzenzylidene-5-(4- 
chlorophenyl)-1.23,4^trahydx^^^ 
30 401). 

Representative PR agonists according to the present invention include: (Z)-5- 
Butylidene-l^mydro-2^,4-tririiethyl-5/Y-chromeno[3,4-/)quinoline (Compound 219); (Zy 
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5-Benzylidene-l,2^ihydro-2£/MrimethyK^^ (Compound 220); 

(Z)-5-(4-Fluoix>benzylidene)- 1 £^ihydro-2£/MrimethyI-5i/^hro^ 
(Compound 22 1 ); (Z)-5-(4-B romobenzy lidene)- 1 ,2-dihydro-2,2 f 4-trimcthyl-5/f- 
chromeno[3,4-/)quinoline (Compound 222); (Z)-5-(3-Bromobcnzy!idcnc>l^-dihydn>- 
5 2 t 2 t 4-trimethy]-5//-chromcno[3,4-/]quinol ine (Compound 223); (Z)-5-(3- 

Chlorobenzy lidenc)- 1 f 2Hlihydro-2A4-trimethyl-5W-chromeno[3 f 4-/JquinoKne (Compound 
224); (Z)-5-(3-Fluorobenzylidene)- 1 ,2-<Uhydro-2 t 2,4-trimethyl-5/f-chromeno[3 f 4- 
/Iquinoline (Compound 225); (2)-5-(2<^lorobcnzylidene)-l^Klihydio-2JAtrimcthyl-5^- 
chromeno[3,4-/]quino]ine (Compound 226); (2)-5-(2-Bromoben2ylidenc)-l % 2-dihydro- 

1 0 2 v 2 v 4-trimethyI*5//-chromeno[3 v 4-/]quinotine (Compound 227); (Z)-S-(2- 

Fluorobenzylidene)- 1 ,2-dihydro-2 f 2,4-trimethyl-5//-chromeno[3 ,4-/lquinoline (Compound 
228); (Z)-5-(2 f 3-Dinuorobenzylidcnc)-I ^ihyd^^^trimcthyl-JW-chromcnoP^ 
/Iquinoline (Compound 229); (Z)-5^2^Difluorobenzylidene)-l t 2-dihydro-2 f 2,4-trimethyN 
5/f-chromeno[3,4-y]quinolinc (Compound 230); (Z)-9-Fluon>5-(3-fluorobenzy lidenc)- 1*2- 

1 5 dihydro-2 t 2,4-trimethy l-5//-chromeno[3,4-/|quinoline (Compound 23 1 ); (Z)-9-Fluoro-5-(3- 
methoxybenzy lidenc)* 1 ^Kiihydro-2,2 t 4-trimethyl-5HK:hromenoI3,4-/lquinoline 
(Compound 232); (Z)-8-Fluoro-5-(3-fluoiiorbenzylideneH*2^ 
chn>meno[3,4-/Jquinoline (Compound 233); (R/S-41, 5«)-5-(4-ChlorophenyI)- 1,23,4- 
tetrahydro-2,2 ,4-trimcthyN5//-chromeno[3,4-y]-3-quinolinonc (Compound 234); {R/S-Al, 

20 5/)-5-(4-Chlorophenyl)- 1 £3,4-tetnihydro-2,2,4-trime^ 

quinolinone (Compound 235); and (/V5)-5^4-ChloiophenyI)-1^3*4-tctrahydro-2A4,4- 
tetramethyl-5//-chromeno[3 t 4-y]-3-quinolinone (Compound 236); 5-(3-Fluorobcnzyl)-l t 2- 
dihydro-2^,4-trimcthyl-5W-chromcno[3 f 4-yiquinoline (Compound 318); (/WS>9-ChIoro- 
l£niihydro-2£ v 4-trimethyl-5-piopyloxy-5/^^ (Compound 321); 

25 (/MS)-5-Buty 1-9-chloro- 1 , 2-dihydro-2 f 2 t 4-trimcthyI-5//-chromcno[3 1 4-y]quinol inc 

(Compound 325); (/i/5)-5-Butyl- 1 f 2-dihydro-9-methoxy-2 A4-trimethyl-5//-chromeno[3 t 4- 
/Iquinoline (Compound 326); (/^^-Fluoro-l^ihyd^^^-tetramcthyl-S^ 
chromeno[3.4~/]quinoline (Compound 327); (/^S)-9-Chloro-l,2-dihydro-2 t 2 t 43- 
tetramethyl-5W-chromeno[3 t 4-/Jquinolinc (Compound 332); (&tf)-5-(4-Bromophenyl)-9- 

30 chloro- 1 t 2-dihydro-2 v 2,4-trimcthy l-5//-chromcno[3,4-/]quinolinc (Compound 333); (R/Sy9- 
Chloro-5-(3-chlorophenyl y 1 ^-dihydfo-2^ t 4-trimethyl-5H-chromcno[3 f 4-/)quinolinc 
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(Compound 334); (/^9<Moro-l^hydr^^ 

chromeno[3,4-/]quinoline (Compound 335); (/^^9<^]oro-5K4-chloro-3-mcthylphenyI>- 
l^^hydro-2^ t 4-trimcAy]-5W<hromcno[3,4-/lquinoline (Compound 336); (R/S)-9- 
Chloro- 1 ^-dihydn>-5-[3-(trifluoromethy Ophcnyll-W^trimclhy l-5/f-chromeno[3,4- 
5 /Iquinoline (Compound 337); (J&^9<aioro-5-(3£Kiichloro^^ 

trimethyl.5//-chromcno[3,4-/Jquinolinc (Compound 338); (^S)-9-Chloro-l^-dihydro-5-(4- 
methoxyphenyI>2,2 t 4^methyl-5^^ (Compound 339); (R/5)-9- 

Chloro-5-(3-fluoro-4-mcthoxyphcnyl)- 1 t 2-dihydro-2^ t 4-trimethy]-5H-chromeno[3 t 4- 
/Iquinoline (Compound 340); (/^C^9^1oro-5-(4-fluorophenyl)-l f 2-dihydro-2 > 2,4- 
1 0 trimethy USi/-chromeno[3 f 4-y]quinoline(Compound 34 1 ); (/&^9-Chloro-5-(3-chloro-4- 
methoxy-5-methy Ipheny I)- 1 , 2-dihydro-2,2 Atrimcthyl-SW-chromenoP^yiquinolinc 
(Compound 342); (/&S)-9^1oix>-5K4-fluon^^ 

5W-chromcno[3 f 4-y]quinoline (Compound 343); (/^5>9-Chloro-5-(3-fluorophenyl)-l f 2-- 
dihydro-2^,4-trimcthyl-5//K:hromcrK)[3,4-yiquino]inc (Compound 344); (/J/S)-l»2-Dihydro- 

1 5 2,2,4-trimethyl-5-[(3,4Hnethylenedioxy^ (Compound 
345); (/?/5)-5-(4-Chloro-3-methylphcny !> 1 ^-dihyd^^^trimethyl-S/Z-chromenoP^J- 
Jquinoline (Compound 346); (/VS)-5-(3£-Dichloiiophenyl)-l,2^ih^^ 
chromeno[3,4-/]quinoline (Compound 349); (/l/SVS^Bromo-S-metfiylphcnyl)-!^- 
dihydro-2^,4-trimcthyI-5ff^:hromcno[3,4-y]quinoHnc (Compound 350); (/HS)-5-(3-Bromo- 

20 5-fluoropheny 1)- 1 ,2-dihydio-2 f 2,4-trimethy N5//-chromcno[3,4-/)quinoIine (Compound 
35 1 ); (/VS)-5-t4-Huoro-3-(trifluoromethyl)frticnyl]- 1 t 2-dihydro-2^ f 4-trimethyl-5/f- 
chromeno[3,4-/)quinoline (Compound 353); (/J/^9-Fluoro-l»2-dihydn>-2 t 2 t 4-trimethy1-5- 
(3-methy lphcnyl)-5/f-chromcno[3 t 4-yiquinolinc (Compound 354); (R/S)- 1 ,2-Dihydro-9- 
methoxy-2£,4-trimethyl-5K3-methy^ (Compound 

25 355); (/W^9-Huoro-5^3-fluon>-4-mcthoxyphcnyl)- 1 t 2-dihydro-2^ f 4-trimcthyl-5//- 

chromeno[3,4-/|quinoline (Compound 356); (/^^9-Huoit>-l^^ihydro-2,2,4-lrimcthyI-5- 
[3-(trifluoromcthyl)phcnyl]-5W-chromeno[3 t 4^1quinolinc (Compound 357); (/MS)-9-Fluoio- 
5-<4-fl uoro-3-methy Ipheny 1)- 1 ^-dihydro-2,2 f 4-trimethyl-5H-chromeno[3 f 4-y)quinoline 
(Compound 358); (Z)-5K2,4-DinuorobenzyIicten^ 

30 chromeno[3 f 4-/]quinoline (Compound 359); (2>5-(3,4-Difluorobcnzylidcnc)-l ^-dihydro- 
2^,4-trimethyl-5H*chromeno[3 v 4^uinoline (Compound 360); (Z)-5-(3- 



i 
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Fluorobenzylidene)- 1 A3 .4-tetrahydro-2^,4-trimethyl-5^-chromeno[3,4-/)quinoHne 
(Compound 361); (2)-5-(2,6-Difluorobenzylidene)-l ,2-dihydix>-2A4-trimethyI-5//- 
chromeno[3,4-/|quinoline (Compound 362); (Z)-l,2,-Dihydro-5-(2-methy]benzylidene)- 
2 t 2,4-trimethyl-5H-chromeno[3,4-y]quinoline (Compound 363); (Z)-9-Chlon>5-(2,5- 
5 difluorobenzylidene)- 1 ,2-dihydro-2,2,4-trimcthyl-5^-chromeno[3,4-y]quinoIine (Compound 
365); (2>5-Benzylid^ne-9<:hloro-l^ihydro-2^Atrimemyl-5H^hromeno[3,4-/|quinolin^ 
(Compound 366); (2)-9-Chloro-l A^ihydio-2A4-trimethyl-5-(2-methylbcnzylidenc)-5ff- 
chromeno[3,4-/Jquinoline (Compound 367); (Z)-5-Benzylidene-9-chloro-l A-dihydro-2^- 
dimemyl-5//-chromeno[3,4-/)quinoline (Compound 368); (Z)-9-Chlon>5-(2- 

10 fluorobeiizylideneH Adihydio-2A4-trimew^^ (Compound 
369); (Z>9-Chloro-5-(3-fluorobenzy]idene)- 1 Adihydro-2 A4-trimemyI-5//-chromeno[3,4- 
Jlquinoline (Compound 370); (£ZZ)-5-Benzylidene-9-fluoro-l,2-dihydro-2A4-trimethy|. 
5//-chromeno[3,4-/|quinoline (Compound 371); (Z)-5-Benzylidene-8-fluon>l A-dihydio- 
2A4-trimethyl-5//-chromenot3,4-/)quinoline (Compound 372); (Z)-5-Benzylidene- 1 2- 

15 dihydro-9^inemoxy-2A4-trimemyl-5«<hromcno[3,4-/Jquinoline (Compound 373); (Z)-9- 
nuoro-lA^ihydro-2A4-trimewyl-5^2-^ 

(Compound 374); (Z)-8-Fluoro-l ^-dihydro-2,2,4-trimethyl-5-(2-methylbcnzylidene)-5/f- 
chromeno[3,4-/]quinoline (Compound 375); (Z)-l ADihydro-9-methoxy-2^,4-trimcthyl-5- 
(2-methylbenzylidene)-5//-chromcno[3,4-y]quinoline (Compound 376); {ZHRISyS-O- 

20 Fluorobenzylidene)- 1 A3 ,4-tetrahydro-2 A4-uimethyl-5Jf-chromeno[3,4-y]-3-quinolinone 
(Compound 389); (Z)-(rt/S)-5-(Benzylidene)-l A3,4-tetrahydro-2A4-trimethyl-5W- 
chromeno[3,4-/]-3-quinolinone (Compound 392); (/VS-4/,5u)-5-(3-Fluoropheny])-l A3.4- 
tetrahydro-2A4-triiiiethyl-5^-chromeno[3,4-y]-3-quinolinone (Compound 393); (R/S-41,51)- 
5K3-FluorophenyI)-lA3,4-teti^ydfo-2A4^memyl-5H^hromeno[3,4-^ 

25 (Compound 394); (R/S-4l.5I)-l A3.4-Tetrahydro-2A4-trimethyl-5-t3- 

(trifluoiomethyl)phenyl]-5^-chromeno[3,4-/]-3-quinoHnone (Compound 395); (R/S~4l.5u)- 
lA3,4-Tetrahydro-2A4-trimeAyl-5-[^ 

quinolinone (Compound 396); (/2/S-*Wa)-5-(4-Chlorophenyl)-l A3,4-tetrahydro-2A4- 
trimethyl-5//-chromeno[3,4-/]-3-quinolinone (Compound 402); (R/S-4lJ[y5-(4- 
30 Chlorophcnyl)- 1 .2 .3,4-tetrahydro-2 A4-trimethyl-50-chromeno[3 .4-/]-3-quinolinone 
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(Compound 403); and (/VS)-5-Butyl-l£Kiihyd^ 
Jlquinoline (Compound 457). 

Representative AR modulator compounds (i.e., agonists and antagonists) according 
to the present invention include: l^-Dihydro-2^ 9 4-trimethyl-^methoxymethyl-8- 
5 pyranono[5,6-£]quinoline (Compound 237); 1 ^-Dihydro-2^,4-trimethyI-6-trifluoromcthyl- 
8-pyranono[5,6-g]quinoline (Compound 238); l^-Dihydm-2^ v 4-trimethyl-10- 
isocoumarino[4,3-g]quinoline (Compound 239); l,2-Dihydro-2,2,4-trimethyI-10- 
isoquino)ono[4,3-£]quinoItne(Compound 240); l f 2-Dihydro-2 f 2A6-tetramethyl-8- 
pyridono[5,6-g]quinoline (Compound 241); l t 2-Dihydro-10*hydroxy-2 v 2 t 4-trimethyM0/f- 

1 0 isochromeno[43-g]quinoline (Compound 242); 1 v 2-Dihydro-2,2 f 4 t 6-tetraniethy 1-8H- 
pyrano[3,2-g}quinoline (Compound 243); (/Z/5>1^3,4-Tetrahydro-2 f 2 t 4-trimethyl-10- 
isoquinoIono[4 t 3-g]quinoline (Compound 244); l,2-Dihydro-2,2,4-trimethyl-10- 
thioisoquinolono[4,3-g]quinoline (Compound 245); (+>l t 23»4-Tetrahydro-2^,4-trimethyl- 
10-isoquinolono[4,3-£]quinoline (Compound 246); l t 2-Dihydro-2,2 f 4-trimethyI-6- 

1 5 trifluoromethyl-8-pyridono[5,6-£]quinoline (Compound 247); (/J/S)-l ^,3,4-Tctrahydro- 
2^ 9 4-trimethyl^trifluoromethyl*8-pyranono[5 t 6-g]quinoline (Compound 250); 1,2- 
Dihydro-2,2,4-triiTiethyl^trifluoromet^ (Compound 
25 1 ); (R/Sy 1 ,2,3 ,4-Tetrahydn>-2,2,4Hrimethy l-6-trifluoromethyl-8-thiopyranono[5,6- 
glquinoline (Compound 252); 6-Chloro(difluoro)methy]-l 9 2Klihydio-2 9 2 9 4-trimethyl-8- 

20 pyranono[5,6-£]quinoline (Compound 253); 9-Acety 1- 1 ,2-dihydro-2^,4-trimethyl-6- 
trifluoromethyl-8-pyridono[5,6-g]quinoline (Compound 254); l,2-Dihydro-2^,4 f 10- 
tetramethyl-^trifluoromethyl-8-pyridono[5,6-^]quinoIine (Compound 255); 1,2-Dihydro- 
2^,4-trimethy 1-6-0 J^^-pentafluoroethylVS-pyranonofS^glquinoline (Compound 256); 
(/VS)-6-Ch]oro(difluoro)methy 1- 1 ,2,3,4-tetrahydn>-2,2,4-trimethy l-8-pyranono[5,6- 

25 g]qui noline (Compound 257); 7-Chloro- 1 ,2-dihydjo-2,2,4-trimethy l-6-trifluoromethyl-8- 
pyranono[5,6-g]quinoline (Compound 258); (/i/5)-7-Chloro-l 9 2 f 3,4-tetrahydro-2 t 2,4- 
trimethyl-6-trifluoromethyl-8-pyranono[5,6*;]quinoline (Compound 259); 1,2,3,4- 
Teti^ydro-2 t 2,4-trimethyl-6-trifluoromethyl-8-pyri (Compound 260); 

1 ,2-Dihydn>-2,2,4,9-tetramethyl-6-ri^ (Compound 

30 261 ); 1 ,2-Dihydro-2,2,4-trimethy l-8-trifluoromethyl-6-pyridono[5,6-g]quinoline 
(Compound 262); 6-pichlon>(ethoxy)methyl]-l,2-dihy^ 

glquinoline (Compound 263); 5K3-Furyl^l t 2Hiihydro-2 f 2 t 4-trimethyl-8-pyranono[5,6- 
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Sjquinoline (Compound 264); 1 ,2-Dihydro- 1 ,2^,4-tctramcthyI-6-trifluoromethyl-8- 
pyranono[5 t 6-g]quinoline (Compound 265); l t 2-Dihydro-6-trifluoromethyl-2»2 t 4-triinethy]- 
9-thiopyran-8-ono[5,6-£] quinoline (Compound 266); 1,2-Dihydro-l ^^^-pentamethyl^ 
trifluoromcthyl-8-pyridono[5 f 6-g]quinoIine (Compound 267); 7-Chloro-l t 2-dihydro-2 t 2,4- 
trimethy]-6-trifluoromethy]-8-pyridono[S 9 6-;]quinoHne (Compound 268); and 6- 
Chloro(difluoro)methyl- 1 f 2-dihydro-2^,4-trimcthy l-8-pyridono[5 t 6-^]quinoline (Compound 
269); (R/S)- 1 X 3,4-Tetrahydro- 1 ,2,2,4-tetramethy J-6-trifluoromethy 1-8-py ranono[5, 6- 
Slquinoline (Compound 404); (/V5>5-(3-Fuiy])-1^3,4-tcti^ydro-2^ t 4-trinwthyl-8- 
pyranono[5,6-£]quinoline (Compound 405); 5K3-Fuiyl)-l^ihydro-l^ t 4-tctramelhyl-8- 
pyranono[5,6-£]quino!ine (Compound 406); 5-(3-Furyl)-l^ihydn>-l,2 t 2 t 4-tetramcthy]-8- 
thiopyranono[S,6-g]quinoline (Compound 407); 6-Chloro-5-(3-fuiyl)-l f 2-dihydro-l^ f 4- 
tetramethyl-8-pyrancHio[5 # 6-^]quinoline (Compound 408); l,2,3,4-Tetrahydro-2,2,4, 10- 
tetramethyl-6-trifluoroi^ (Compound 409); {JRIS^XX^A- 

Tetrahydix^methyl^t^ (Compound 410); 1,2- 

Dihydro-2,2-dimethyl-6-trifluoro^ (Compound 411); 

l,2,3,4-Tetnihydn>-2,2^in^ (Compound 
412); l,23.4-Tetrahydn>-6-tri^^ (Compound 413); 

(/J/S)-4-Ethyl-l ^,3»4-tcti^ydro^trifluoromethyl-8-pyranono[5,6-^]quinoline (Compound 
414); (/VSH »23,4-Tetrahydi^ (Compound 415); 

(/ttS^Ethyl-l^S^tet^ (Compound 416); 

2,2-Dimethyl-l ^»4-tctrahydro^trinoromethy].8-pyridono[5,6-/]quinoline (Compound 
417);(/^l,2 ? 3,4-tetra^ 

quinolinonc (Compound 418); 5-Trifluoromethyl.7-pyridono[5,6.e]indoline (Compound 
419); 8-(4-Chlorobcnzoyl)-5-trifluon)methyI-7-pyridono[5 f 6-e]indoline (Compound 420); 
7-rerr-Butyloxycarbamoyl-l t 2-dihydro-2 t 2,8-trimcth^ (Compound 421); 1,2,3,4- 

Tctrahydro-6-trifluoromcthyl-8-pyridono[5,6-/|quinoHne (Compound 422); l,2-Dihydro-6- 
trifluoromethyl-l,2 f 2,4-te^ (Compound 423); 3,3- 

Dimethyl-5-trifluoromcthyI-7-pyridono[5 t 6-r]indolinc (Compound 424); (R/ShlJl^A- 
Tetrahydro^me*yl-6-(trifluorom (Compound 425); 

(R/Sy 1 ,23 ATeti^ydro-4-methyl^trifluoro^ 
(Compound 426); l,2,2,-Trimethyl-l,23A-tetrahy^ 
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£)quinoline (Compound 427); {R/Sh 1 ^,3,4-Tctrahydro-4-propyl-6-trifluoromethyl-8- 
pyranono[5,6-g]quinoline (Compound 428); 1 A3,4-Tetrahydro-2,2,4-trimethyl-6- 
trifluoromethyl-9-thiopyran-8-ono[5,6-g]quinoline (Compound 429); l^-Dihydro-1^,4- 
tetramemyl^trinuoromemyl-9-miopynm-8-ono[5,6-g]quinoline (Compound 430); 1,23,4- 

5 Tetrahydio-1.2,2-triinemyl^trinuoroinemyl-8i>yridono[5,6-g]qu (Compound 43 1); 
1 .2,3,4-Tetrahydro- 1 -memyl^propy]^trinuoromethyl-8-pyranono[5,6-rtquinoHne 
(Compound 432); 133,4-Tetiahydix>-10-hydroxymemyl-23.^^ 
8-pyridono[5,6-g]quinoline (Compound 433); U3.4-Tetrahydio-l^,4-tetramethyl-6- 
trifluoromethyl-9-thiopyran-8-ono[5,6-g]quino]ine (Compound 434); 1,23.4-Tetrahydro- 

10 2^,9-trimethyl-6-trifluoromethyl-8-pyridono[5,6-^]quinoline (Compound 435); (R/Sy 
1 A3,4-Tetrahydro-3-methyI-6-trifluoromethy l-8-pyridono[5.6-«lquinoline (Compound 
436); 1 33.4-Teti^ydro-3,3-dirnemyl-6-trinuo^ 

(Compound 437); (.R/S) 1 ^3,4-Tctrahydro-2,2^-trimcthyl-6-trinuoromethyl-8- 
pyridono[5,6-f ]quinoline (Compound 438); (R/5-2/,4«)-l t 23.4-Tctrahydro-2,4-dimcthyl-6- 

1 5 trifluoromethy l-8-pyridono[5,6-rfquinoline (Compound 439); (*/S-2i,4wM-Ethyl- 1 A3.4- 
tetrahydio-2-methyl^Uifluoromethyl-8-pyranono[5,6-j)quino]ine (Compound 440); (R/S- 
2/3«)- 1 ^3,4-Tetrahy<Iro-23^imemyK6^fluoroniemyl^-pyridono[5,6-^lquinoline 
(Compound 441); (JW5-2/30-133.4-Tcu^ydio-23Hlinwmyl^trinuoitmiethyl-8- 
pyridono[5,6-g]quinoline (Compound 442); (iW5)-13.3.4-Tetrahydro-2,3.3-trimethyl-6- 

20 trinuoromethyl-8-pyridono[5,6-g]quinoline (Compound 443); (JWSH ,23,4-Tctrahydro-2- 
methyl-6-trifluoromethyl-8-pyridono[5,6-^]quinoline (Compound 444); (/?/5>4-Ethyl- 
133^tetrahydro-^trifluoromethyl-8-pyridono[5,6-g]quinolinc (Compound 445); (/MS-2/, 
3«> 1 33,4-Tetrahydro-23,9-trimemyl-6-trifl^ 

(Compound 446); (/V5)-133.4-Tcti^ydro^propyl-6-rtfluoromethy!-8-pyridono[5,6- 
25 glquinoline (Compound 447); (JJ/5)-3-Emyl-U.3,4-tetrahydio.23-dimethyl-6- 

trinuoromelhyl-8-pyridono[5,6-g]quinoline (Compound 448); (lW5)-13.3,4-Tctrahydro-2,2- 
dimcthyl-6-trifluoromethyl-3-propyl-8-pyridono[5,6-g)quinoline (Compound 449); and 1- 
Methyl-5-triHuoroinemyl-7-pyridono[5,6-^indo]ine (Compound 450). 

Compounds of the present invention, comprising classes of quinoline compounds 
30 and their derivatives, that can be obtained by routine chemical synthesis by those skilled in 
the art, e.g., by modification of die quinoline compounds disclosed or by a total synthesis 
approach. 
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The sequence of steps for several general schemes to synthesize the compounds of 

1 2 

the present invention are shown below. In each of the Schemes the R groups (e.g., R , R , 

etc...) correspond to the specific substitution patterns noted in the Examples. However, it 
will be understood by those skilled in the art that other functionalities disclosed herein at the 
5 indicated positions of compounds of formulas I throught X VIE also comprise potential 
substituents for the analogous positions on the structures within the Schemes. 
Scheme I 




10 

The process of Scheme I begins with the nitration of an arene (structure 1) with, for 
example, nitric acid in combination with sulfuric acid. The nitro compound (structure 2) is 
then reduced to the corresponding aniline (structure 3) with, for example, hydrogen over a 
metal catalyst such as palladium on carbon. The aniline is converted to a l,2-dihydro-2,2,4- 

1 5 trimethylquinoline (structure 4) by treatment with acetone and a catalyst in a process known 
as the Skraup reaction. R.H.F. Manske and M. Kulka, The Skraup Synthesis of 
Quinolines", Organic Reactions 1953, 7, 59, the disclosure of which is herein incorporated 
by reference. The catalyst may be an acid, such as p-toluenesulfonic acid, hydrochloric acid, 
sulfuric acid, or trifluoroacetic acid, or preferably the catalyst may be iodine. The 

20 dihydroquinoline may be reduced with, for example, hydrogen catalyzed by a metal catalyst 
such as palladium on carbon, to afford a l£,3,4-tetrahydro-2,2,4-trimethylquinoline 
(structure 5). Note that many nitro compounds (structure 2) and anilines (structure 3) are 
commercially available, and the synthesis of compound of structure 4 would thus start with 
the commercially available material. 

25 Scheme II 
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The process of Scheme II begins with the conversion of 4-biomoaniline (Compound 
5 6) to 6-bromo-l ,2niihydJo-2£,4-trimethylquinoHne (Compound 7) by treatment with 

acetone and a catalyst as described above (the Skraup reaction). The aniline nitrogen is then 
protected. For example, protection as the f-butyl carbamate requires deprotonation with a 
strong base, for example, n-butyllithium, followed by reaction with di-r-butyldicarbonate to 
afford the protected quinoline (Compound 8). The bromine of Compound 8 is then replaced 
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with lithium by a lithium-halogen exchange reaction with an alkyllithium, for example, f- 
butyllithium. The organolithium intermediate is then allowed to react with a trialkylborate 
such as trimethylborate to afford, after mild acid hydrolysis, the boronic acid (Compound 9). 
Treatment of Compound 9 with an aiyl, heteroaiyl, or vinylbromide compound in the 
5 presence of a catalytic amount of a palladium species, for example, 

tetrakis(triphenylphosphine) palladium, and aqueous base affords a 6-substituted quinoline 
(structure 10), via a so-called Suzuki crossed-coupling. 3©g A. Suzuki, "Synthetic Studies 
via the Cross-Coupling Reaction of Organoboron Derivatives with Organic Halides", Pure 
AppL Chenu 1991, 63, 419, the disclosure of which is herein incorporated by reference. 
10 Deprotection of a compound of structure 10 with acid, for example, trifluoroacetic acid 
affords the 6-substituted- l^-dihydro-2,2,4-trimethylquinoline (structure 4). 

Alternatively, the C(4) methyl group of a compound of structure 10 may be oxidized 
with, for example, selenium dioxide to afford the 4-(hydroxymethyl)quinoline (structure 
11), which may in turn be converted to the corresponding bromo compound (structure 12), 
1 5 for example with tripheny Iphosphine and carbon tetrachloride. The bromine atom of a 
compound of structure 12 may be replaced with an alkyl, aryl, or heteroaryl group by 
treatment with the corresponding organomagnesium compound in the presence of a copper 
salt such as coppeifl) iodide. Removal of the protecting group with acid, for example, 
trifluoroacetic acid affords the 4 f 6-disubsUtuled-l^-dihydro-2,2,-dimethylquinoline 
20 (structure 13). 
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Scheme III 




5 The process of Scheme in involves the direct coupling of Compound 8 with an 

organoboron species, for example phenylboronic acid, in the presence of a palladium 
catalyst such as tetrakis(triphenylphosphine)paIIadiuni and a base such as potassium 
carbonate. The coupled product (structure 10) is then deprotected with acid, for example, 
trifluoracetic acid, to afford the dihydroquinoline 4. 



Scheme IV 




15 



The process of Scheme IV begins with a polycyclic aromatic nitro compound 
(structure 14) and is similar to the conversion of compounds of structure 2 to compounds of 
structure 4 (Scheme I). Thus, reduction of the nitro group with, for example, hydrogen over 
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a metal catalyst such as palladium on carbon, followed by cyclization with acetone in the 
presence of a catalyst such as iodine affords two rcgioisomeric dihydroquinolines (structures 
16 and 17). 

5 Scheme V 




The process of Scheme V involves the reduction of an ester such as Compound 18 to 
10 the corresponding methyl alcohol (Compound 122) with a metal hydride reagent, for 
example, diisobutylaluminum hydride or lithium aluminum hydride. 

Scheme VI 




The process of Scheme VI involves the reduction of the fluorenone (structure 19) to 
a fluorcnol (structure 20) with a reducing agent, for example a metal hydride such as 
diisobutylaluminum hydride, sodium borohydride, or lithium aluminum hydride. 
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10 



15 



The process of Scheme VII involves the preparation of a fluorene from acyclic 
precursors. The process of Scheme VII begins with the copper-mediated coupling of 
methyl-2-bromo5-fiuorobenzoate (Compound 21) with 2-fluoroiodobenzene (Compound 
22) with, for example, copper powder at elevated temperatures, a process known as an 
Ullman coupling reaction. SSc M. Sainsbuiy, "Modern Methods of Aryl-Aryl Bond 
Formation", Tetrahedron 1980, 56, 3327, the disclosure of which is herein incorporated by 
reference. Hydrolysis of the methyl ester with base, for example, potassium hydroxide, 
affords the corresponding 2-biphenylcarboxylic acid (Compound 23). Intramolecular 
Freidel-Crafts acylation of the corresponding mixed anhydride, prepared by treatment of 
Compound 23 with, for example, thionyl chloride followed by a strong acid such as 
trifluoromethanesulfonic acid (See B. Hulin and M. Koreeda, "A Convenient, Mild Method 
for the Cyclization of 3- and 4-ArylaIkanoic Acids via Their Trifluoromethanesulfonic 
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Anhydride Derivatives", J. Org. Chem. 1984, 49, 207, the disclosure of which is herein 
incorporated by reference), affords 2,5-difluorofluorenone (Compound 24). Nitration of 
Compound 24 with, for example, concentrated nitric acid affords 4,7-difluoro-2- 
nitrofluorenone (Compound 25). Reduction of Compound 25 with, for example, hydrogen 
5 over a metal catalyst such as palladium on carbon, affords the corresponding aniline 
(Compound 26). Conversion to the dihydroquinoline with acetone and a catalyst such as 
iodine, followed by reduction of the ketone with a reducing agent such as 
diisobutylaluminum hydride, affords Compound 132. 



10 Alternatively, the ketone functionality of Compound 26 may be exhaustively 

reduced to the methylene compound (Compound 27) with, for example, hydro iodic acid, red 
phosphorous, and acetic acid. M J. Namkung, T.L. Fletcher and W.H. Wetzel, 
"Derivatives of Fluorene. XX. FTuorofluorenes. V. New Difluoro-2-acetamidofluorenes 
for the Study of Carcinogenic Mechanisms 91 , J. Med. Chenu 1965, 5, 551, the disclosure of 

15 which is herein incorporated by reference. 



Scheme VIII 




The process of Scheme VIII involves the alkylation of N(5) of an indolo[2,3~ 
/Iquinoline (structure 28) by deprotonation with a strong base, for example, sodium hydride, 
followed by alkylation with an alkylating agent such as iodomethane. 
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5 The process of Scheme IX begins with the nitration of 2-biphenylcarboxylic acid 

with, for example, concentrated nitric acid, to afford a mixture of nitro compounds, 
including 4^-dinitro-2-biphenylcarboxy lie acid. The crude material is heated to 150-170°C 
in a high-boiling solvent such as dimethylacetamide to effect cyclization of 4,2'-dinitro-2- 
biphenylcarboxylic acid to the corresponding benzocoumarin. Sro G.I. Migachev, 

10 "Investigations in the Series of Ortho-Substttuted Bi-phenyls. I. Nitration of 2- 

Biphenylcarboxylic Acid and the Chemical Properties of its Nitro Derivatives**, Ztu 
Organich. Khim. 1979, 75, 567, the disclosure of which is herein incorporated by reference. 
Reduction of the nitro group with, for example, hydrogen over a metal catalyst, affords 
Compound 31. Treatment of Compound 31 with acetone in the presence of a catalyst, for 

15 example, iodine, affords Compound 159. The addition of an organometallic reagent, such 
as an organolithium or organomagnesium reagent, to Compound 159, affords an 
intermediate which may be reduced by a trialkylsilane, such as triethylsilane, in the presence 
of a strong protic acid such as trifluoroacetic acid or a Lewis acid such as boron trifluoride. 
One or both of two regioisomeric products, structures 32 and 33, are thus obtained. 



WO 96/19458 



PCT/US95/16096 



53 



Scheme X 




The process of Scheme X involves the reduction of a dihydroquinoline (structure 32) 
to a mixture of two diastereomeric 1,23,4-tetrahydroquinolines (structures 34 and 35) with, 
for example, hydrogen over a metal catalyst such as palladium on carbon. 



[rest of page left purposely blank] 
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Scheme XI 



RV^^OCH, 1) n -BuU, THF, -78 °C 



OCH, 



2) B(OCH 3 )3 

3) H 3 0* 




1) KOH, EtOH, H 2 Q, THF 

2) SOCIj 

3) A1CI 3 

4) Pd/C. H 2 



40 



120 °C 




1) RMet 



41 



W CH 3 



2) BF 3 -Et 2 0. Et 3 SiH 




S The process of Scheme XI involves the preparation of benzocoumarins from acyclic 

precursors. Thus, an ortho-bromoanisole (structure 36) is lithiated with an alkyllithium, for 
example, n-butyllithium, and allowed to react with a trialkylborate such as trimethyl borate. 
Hydrolysis of the intermediate with acid, for example, dilute hydrochloric acid, affords the 
corresponding boronic acid (structure 37). Palladium-catalyzed coupling of a 2- 

10 methoxyphenylboronic acid (structure 37) with methyl 2-bn>mo-5-nitrobenzoate 

(Compound 38) with a palladium catalyst such as tetrakis(triphenylphosphine)palladium and 
an aqueous base such as aqueous potassium carbonate, affords the biphenyl carboxylate 
(structure 39). Hydrolysis of the ester with base, for example, potassium hydroxide, is 
followed by conversion of the acid to the acid chloride with, for example, thiony 1 chloride. 

IS Intramolecular acylation is then effected by a Lewis acid such as aluminum trichloride. 
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Reduction of the nitro group with, for example, hydrogen over a metal catalyst, affords the 
desired aniline (structure 40). Treatment of compounds of structure 40 with acetone and a 
catalyst such as iodine affords the dihydroquinoline (structure 41). The addition of an 
organometallic reagent, for example an organolithium or organomagnesium reagent, to a 
5 compound of structure 41, followed by treatment of the intermediate with a strong protic or 
Lewis acid and a trialkylsilane, for example, boron trifluoride and triethylsilane, affords a 
compound of structure 42. 

Scheme HI 

10 




The process of Scheme XII is an alternative synthesis of compounds of structure 40. 
Thus, direct coupling of a 2-methoxyphenylboronic acid (structure 37) with 2-bromo-5- 

15 nitrobenzoic acid (Compound 43) affords the biphenylcarboxylic acid (structure 44). 

Treatment of a compound of structure 44 with, for example, thionyl chloride, followed by 
the addition of a Lewis acid, for example aluminum trichloride, and reduction with, for 
example hydrogen over palladium on carbon, affords compounds of structure 40. 
Compounds of structure 40 may be converted to compounds of structure 42 as described in 

20 Scheme XI. 
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Scheme Xm 




5 The process of Scheme XIII involves the addition of an organometallic reagent, for 

example an organomagnesium or organolithium reagent, to a compound of structure 41. 
Dehydration of the intermediate thus derived may be catalyzed by an acid, for example, 
para-toluenesulphonic acid, to afford compounds of structure 45. 

10 Scheme XIV 
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The process of Scheme XTV involves the reduction of a compound of structure 41 
with a metal hydride, for example, diisobutylaluminum hydride, to afford a compound of 
structure 46. Treatment of a compound of structure 46 with an alcohol such as methanol or 
a thiol such as propanediol in the presence of an acid such as para-toluenesulphonic acid 
5 affords a compound of structure 47 (X= O or S). Treatment of a ketal of structure 47 (X=0) 
with an ally! silane and a Lewis acid such as trimethylsilyl trifluoromethanesulfonate affords 
a compound of structure 48. 

Scheme XV 



10 
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The process of Scheme XV begins with the protection of the nitrogen atom of a 
compound of structure 42, which involves deprotonation with a strong base, for example, n- 
butyllithium, followed by reaction with an anhydride, for example, di-/e#?-butyl dicarbonate. 
Hydroboration of a compound of structure 49 with a borane species, for example, borane- 

5 tetrahy drofuran, followed by an oxidative work-up using, for example, basic hydrogen 
peroxide, affords a mixture of two diasteieomeric 3-hydroxyltetrahydroquinoIines 
(structures 50 and 51). Separation of the isomers followed by oxidation with typical 
oxidant, for example, pyridinium chlorochromate, and deprotection with a strong acid, for 
example, trifluoroacetic acid, affords compounds of structures 52 and 53. 

1 0 Alternatively, a compound of structure 50 or 51 may be oxidized with, for example, 

pyridinium chlorochromate, deprotonated at the C(4) position with a strong base such as 
sodium hydride, and alkylated with an alkylating agent such as iodomethane. Deprotection 
with strong acid, for example, trifluoroacetic acid then affords a compound of structure 54. 



[rest of page left purposely blank] 
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Scheme XVI 




The process of Scheme XVI begins with the reduction of a nitro aromatic compound 
of structure 55 with, for example, hydrogen over a metal catalyst such as palladium on 
carbon. Treatment of an aniline of structure 56 with acetone and a catalyst such as iodine 
affords a compound of structure 57. A compound of structure 57 may be converted to the 
corresponding thio-compound (structure 58) by treatment with Lawesson's reagent [2,4- 
bis(4-methoxyphenyl)>l,3-dithia-2,4-diphosphetane-2,4-disulfide]. See B.S. Pedersen, S. 
Scheibye, K. Clausen and S.O. La wesson, "Studies on Organophosphonis Compounds. 
XXH. The Dimer of p-Methoxyphenylthionophos-phine sulfide as Thiation Reagent. A 
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New Route to (^-Substituted Thioesters and Dithioesters", Bull Sac. Chinu Belg. 1978, 87 9 
293, the disclosure of which is herein incorporated by reference. 

Alternatively, N(9) of a compound of structure 57 (Y=N) may be alkylated by 
deprotonation with a strong base, for example, sodium hydride, followed by alkylation with 
5 an alkylating agent such as iodomethane. 

Alternatively, N( 1 ) of a compound of structure 57 ( Y=0) may be alkylated by 
deprotonation with a strong base, for example, sodium hydride, followed by alkylation with 
an alkylating agent, for example, iodomethane, to afford a compound of structure 60. In 
addition, N(l ) of a compound of structure 57 (Y=0) may be alkylated by treatment with an 
1 0 aldehyde or paraformaldehyde in the presence of sodium cy anoborohy dride and acetic acid. 
See R.O. Hutchins and N.R. Natale, "Cyanoborohydride. Utility and Applications in 
Organic Synthesis. A Review", Org. Prep. Proced. Int. 1979, 77, 201, the disclosure of 
which is herein incorporated by reference. 

Alternatively, the C(8) ester group of a compound of structure 57 (Y=0) may be 
15 reduced with a metal hydride, for example, diisobutylaluminum hydride, to afford one or 
both of two compounds (structures 61 and 62). 

Alternatively, the C(3)-C(4) olefin of a compound of structure 57 may be reduced 
with, for example, hydrogen over a metal catalyst such as palladium on carbon, to afford the 
1,2,3,4-tetrahydroquinoline (structure 63). 



[rest of page left purposely blank] 
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Scheme XVII 

O 




The process of Scheme XVII begins with the acylation of a 3-nitrophenol (structure 
5 64, Y=0) or 3-nitroaniline (structure 64, Y=NH) with an acylating agent, for example, di- 
rm-butyl dicarbonate or trimethylacetyl chloride, to afford a compound of structure 65. 
Reduction of the nitro group with, for example, hydrogen over a metal catalyst such as 
palladium on carbon, affords the corresponding aniline (structure 66). Treatment of a 
compound of structure 66 with acetone and a catalyst such as iodine affords a compound of 



WO 96/19458 



PCT/US95/16D96 



62 

structure 67. Deprotection by either acid or base, followed by treatment of the 
corresponding aniline or phenol with a p-keto ester (structure 68) in the presence of a Lewis 
acid such as zinc chloride, affords one or more of four compounds (structures 57, 69, 70, 
and 71). The cyclization of a phenol as described above is known as a Pechmann reaction. 

5 Sse S. Sethna and R. Phadke, "The Pechmann Reaction", Organic Reactions 1953, 7, 1 , the 
disclosure of which is herein incorporated by reference. The cyclization of an aniline as 
described above is known as a Knorr cylization. Sge G. Jones, "Pyridines and their Benzo 
Derivatives: (v) Synthesis". In Comprehensive Heterocyclic Chemistry, Katritzky, A. R.; 
Rees, C. W., eds. Pergamon, New York, 1984. Vol. 2, chap. 2.08, pp 421-426, the 

10 disclosure of which is herein incorporated by reference. A compound of structure 69 may 
be converted to a compound of structure 57 by treatment with an acid, for example, para- 
toluenesulphonic acid. In addition, a compound of structure 71 may be converted to a 
compound of structure 57 by treatfhent with, for example, para-chlorophenol. 

15 
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Scheme XVIII 




The process of Scheme XVIII begins with the reduction of a compound of structure 
5 67 with, for example, hydrogen over a metal catalyst such as palladium on carbon. 

Deprotection by either acid or base, followed by treatment of the corresponding aniline or 
phenol with a P-keto ester (structure 68) in the presence of a Lewis acid such as zinc 
chloride, as described above in Scheme XVII, affords one or more of four compounds 
(structures 63. 73, 74. and 75). 



10 
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Scheme XIX 




S3 76 



5 The process of Scheme XIX involves the conversion of a compound of structure 63 

to the corresponding thio-compound (structure 78) by treatment with Lawesson's reagent 
[2,4-bis(4-methoxyphenyl)- 1 3^ithia-2,4-diphosphetane-2,4-disulfide]. 

Scheme XX 

10 




7? 



The process of Scheme XX begins with a protected 6-aryl-l ,2-dihydro-2,2,4- 
trimethy iquinoline (structure 77), which can be prepared as described in Scheme II. 
Hydroboration of a compound of structure 77 with a borane species, for example, borane- 
1 5 tetrahydrofuran, followed by an oxidative work-up using, for example, basic hydrogen 

peroxide, affords a 3-hydroxyltetrahydroquinoline (structure 78). Oxidation of the alcohol 
with a typical oxidant, for example pyridinium chlorochromate, and de protection with a 
strong acid such as trifluoroacetic acid affords a compound of structure 79. 
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Scheme XXI 




5 The process of Scheme XXI begins with a palladium-catalyzed cross-coupling 

reaction of an aryl boronic acid (a compound of structure 80) and a 4-bromoaniIine (a 
compound of structure 81) using, for example, tetrakis(triphenylphosphine)palladium as the 
catalyst, to afford a substituted 4-arninobiphenyl (a compound of structure 82). A Skraup 
reaction using an alky] methyl ketone, for example acetone or 2-butanone, affords a 
1 0 compound of structure 83. 
Scheme XXII 




80 
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The process of Scheme XXII begins with a Skraup reaction using 4-bromo-2- 
methy laniline (Compound 84) and acetone to afford Compound 85. A palladium-catalyzed 
cross-coupling reaction using, for example, tetrakis(triphenylphosphine) palladium as the 
catalyst, between an aryl boronic acid (a compound of structure 80) and Compound 85 
5 affords a compound of structure 86. 

Scheme XXIII 




10 

The process of Scheme XXIII involves the reaction of an aminobenzocoumarin (a 
compound of structure 87) with a propargy 1 acetate in the presence of a copper salt, such as 
copper© chloride, to afford a compound of structure 88. N. R. Easton and D. R. 
Cassady, "A Novel Synthesis of Quinolines and Dihydroquinolines.", J. Org. Chenu 1962, 
1 5 27, 47 1 3, and N. R. Easton and G. F. Hennion, "Metal Catalyst Process for Converting cc- 
Amino-Acetylenes to Dihydroquinoline", U. S. Patent 3331,846 (1967), the disclosure of 
which is herein incorporated by reference. 



20 
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The process of Scheme XXTV involves the preparation of benzocoumarins from acyclic 
5 precursors. Thus, an ortho-bromoanisole (structure 89) is lithiated with, for example, n- 
butyllithium and allowed to react with a trialkylborate such as trimethylborate. Hydrolysis 
of the intermediate with, for example, dilute hydrochloric acid affords the corresponding 
boronic acid (structure 90). Palladium-catalyzed coupling of a 2-methoxyphcny Iboronic 
acid (structure 90) with a methyl 2-bromo-5-nitrobenzoate (structure 91) with, for example, 
1 0 tetrakis(triphenylphosphine)palladium and potassium carbonate, affords the bipheny 1 
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carboxylate (structure 92). Hydrolysis of the ester with, for example, potassium hydroxide, 
is followed by conversion of the acid to the acid chloride with, for example, thionyl 
chloride. Intramolecular Friedel-Crafts acylation is then effected by a Lewis acid such as 
aluminum trichloride. Reduction of the nitro group with, for example, hydrogen over 

5 palladium on carbon, affords the desired aniline (structure 87). Treatment of compounds of 
structure 87 with acetone and iodine affords the dihydroquinoline (structure 88). The 
reduction of a compound of structure 88 with, for example, diisobutylaluminum hydride, 
followed by treatment of the intermediate with, for example, boron trifluoride and 
triethylsilane, affords a compound of structure 93. 

10 Scheme XXV 




The process of Scheme XXV involves the reduction of a compound of structure 88 
1 5 with a reducing agent, for example, diisobutylaluminum hydride, to a compound of structure 
94. Conversion of the benzyl alcohol to a leaving group by treatment with, for example, 
thionyl chloride, in the presence of a base such as triethylamine, effects ring closure to a 
compound of structure 93. 
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Scheme XXVI 




The process of Scheme XXVI begins with the addition of an organolithium or 
organomagnesium reagent to a compound of structure 88, followed by treatment of the 
intermediate thus obtained with an acid such as pa/u-toluenesulfonic acid, to afford a 
compound of structure 95. 



Scheme XXVII 




1) n-BuLi 

0*3 2) f-BocgO 
CH 3 3) 



10 




The process of Scheme XXVII begins with the protection of the nitrogen atom of a 
compound of structure 33 by treatment with a base, for example /t-butyllithium, followed by 
the addition of an acylating agent such as di-ferr-butyldicarbonate. Ozonolysis of the olefin 
affords a compound of structure 96. Subsequent removal of the protecting group with, for 
IS example, trifluoroacetic acid, affords a compound of structure 97. 
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Scheme XXVIII 




99 



The process of Scheme XXVIII begins with the deprotonation of a compound of 
structure 96 with, for example, sodium hydride or lithium diisopropylamide, followed by the 
5 addition of an alkylating agent such as iodomethane, to afford a mono-alkylatcd product, or 
a mixture of mono- and di-alkylated products. Subsequent removal of the protecting group 
with, for example, trifluoroacetic acid, affords either one or both compounds of structures 
98 and 99. 
Scheme XXIX 
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10 



The process of Scheme XXIX begins with the reduction of a compound of structure 
97 with, for example sodium borohydride, followed by dehydration of the resulting alcohol 
by treatment with an acid such as /Mz/u-toluenesulfonic acid, to afford a compound of 
structure 1 A. The nitrogen atom of a compound of structure 1 A is then protected by 
treatment with a base, for example n-butyllithtum, followed by the addition of an acylating 
agent such as di-te/f-butyldicarbonate, to afford a compound of structure 2A. 
Hydroboration of a compound of structure 2A with a borane species, for example, borane- 
tetrahydrofuran, followed by an oxidative work-up using, for example, basic hydrogen 
peroxide, affords a 3-hydroxy Itetrahydroquinoline. Oxidation of the alcohol with a typical 
oxidant, for example chromium trioxide, affords a compound of structure 3A, and 
deprotection with a strong acid such as trifluoroacetic acid affords a compound of structure 
4A 

Scheme XXX 



1) n-BuLi 




2) f-BotfeO 

3) BH3-THF 

4) H202 
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10 



15 



The process of Scheme XXX begins with the protection of the nitrogen atom of a 
compound of structure 41 by treatment with a base, for example n-butyllithium, followed by 
the addition of an acylating agent such as di-tert-butyldicarbonate. Hydroboration with a 
borane species, for example, borane-tetrahydroftiran, followed by an oxidative work-up 
using, for example, basic hydrogen peroxide, affords a 3-hydroxy Itetrahydroquinoline of 
structure 5A. Oxidation of the alcohol with, for example, chromium dioxide, affords a 
compound of structure 6A. Removal of the protecting group with, for example, 
trifluoroacetic acid, affords a compound of structure 7A. The addition of an organolithium 
or organomagnesium reagent to a compound of structure 7A, followed by dehydration of the 
intermediate hemiketal with, for example, para-toluenesulfonic acid, affords a compound of 
structure 8A. 
Scheme XXXI 



1) R 3 MgXorR 3 U 





2)TFA,Et 3 SIH 



The process of Scheme XXXI begins with the addition of an organolithium or 
organomagnesium reagent to a compound of structure 7A, followed by reduction of the 
intermediate hemiketal with, for example, trifluoroacetic acid and triethylsiiane, to afford a 
compound of structure 9A. 
Scheme XXXII 




1) R 3 MgXorR 3 U 



2) TFA, Et 3 SiH 
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The process of Scheme XXXH begins with the addition of an organolithium or 
organomagnesium reagent to a compound of structure 6A, followed by reduction of the 
intermediate hemiketal with, for example, trifluoroacetic acid and triethylsilane, to afford a 
diastereomeric mixture of compounds of structures 10A and 11A. 
Scheme XXXIII 




12A 




13A 
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The process of Scheme XXXIII begins with the protection of the nitrogen atom of a 
compound of structure 42 by treatment with a base, for example n-butyllithium, followed by 
the addition of an acy lating agent such as di-/erf-butyldicarbonate. Hydroboration with a 
borane species, for example, borane-tetrahydrofuran, followed by an oxidative work-up 
5 using, for example, basic hydrogen peroxide, affords two diastereomeric 3- 

hydroxyltetrahydroquinolines of structures 13A and 14A. Independently, each diastereomer 
may be oxidized with, for example, chromium trioxide, to afford the 3- 
ketotetrahydroquinolines ISA and 16A, which may subsequently be deprotected with, for 
example, trifluroacetic acid, to afford compounds of structures 17A and 18A. 



Scheme XXXIV 




The process of Scheme XXXIV begins with the addition of an organolithium or 
15 organomagnesium reagent to a compound of structure 6A. Deprotection of the nitrogen 
atom and dehydration of the hemiketal with, for example, trifluoroacetic acid, affords a 
compound of structure 19A. 



20 
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The process of Scheme XXXV begins with a Skraup reaction using Compound 20A 
and acetone to afford Compound 21 A. The addition of an organolithium or 
organomagnesium reagent to a compound of structure 21 A, followed by reduction of the 
intermediate hemiketal with, for example, trifluoroacetic acid and triethylsilane, affords a 
compound of structure 22A. Protection of the nitrogen atom of a compound of structure 
22A is accomplished by treatment with a base, for example n-butyllithium, followed by the 
addition of an acylating agent such as di-fert-butyldicarbonate. Hydroboratton with a borane 
species, for example, borane-tetrahydrofuran, followed by an oxidative work-up using, for 
example, basic hydrogen peroxide, affords a mixture of two diastercomeric 3- 
hydroxyltetrahydroquinolines, which is oxidized with, for example, chromium trioxide, to 
afford the 3-ketotetrahydroquinoIines. The mixture of 3-ketotetrahydroquinolines may 
subsequently be deprotected with, for example, trifluroacetic acid, to afford compounds of 
structures 23A and 24 A. 
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Scheme XXXVI 




5 

The process of Scheme XXXVI involves the alky lat ion of the oxygen atom of a 
compound of structure 13A or 14A. The addition of a base such as sodium hydride and an 
alkylating agent such as iodomethane, followed by deprotection of the nitrogen atom with, 
for example, trifluoroacetic acid, affords a compound of structure 25 A (from a compound of 
1 0 structure 13A) or structure 26A (from a compound of structure 14 A). 

Scheme XXXVII 




17A 27A 



15 

The process of Scheme XXXVII begins with the addition of an oiganolithium or 
organomagnesium reagent to a compound of structure 17A f followed by dehydration of 
tertiary alcohol with, for example, the Burgess reagent [(methoxycaibonylsulfamoyl)tri- 
ethylammonium hydroxide, inner salt], to afford a compound of structure 27A. 
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Scheme XXXVIII 




The process of Scheme XXXVIII involves the alkylation of N( I ) of a compound of 
structure 63, which can be accomplished in one of two ways. Treatment of a compound of 
structure 63 with a base, such as sodium hydride, and an alkylating agent, such as benzyl 
bromide, affords a compound of structure 28A. Alternatively, treatment of a compound of 
structure 63 with an aldehyde, for example acetaldehyde or para-formaldehyde, in the 
presence of a reducing agent, for example sodium cyanoboro-hydride or sodium 
(triacetoxy)borohydride, affords a compound of structure 28A. 

Scheme XXXIX 




The process of Scheme XXXIX involves the alkylation of N( 1 ) of a compound of 
structure 58, which can be accomplished in one of two ways. Treatment of a compound of 
structure 58 with a base, such as sodium hydride, and an alkylating agent, such as benzyl 
bromide, affords a compound of structure 29A. Alternatively, treatment of a compound of 
structure 58 with an aldehyde, for example acetaldehyde or para-formaldehyde, in the 
presence of a reducing agent, for example sodium cyanoboro-hydride or sodium 
(triacetoxy)borohydride, affords a compound of structure 29A. 
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Scheme XL 




34A 

5 The process of Scheme XL begins with reaction of a 3-methoxyaniline (a compound 

of structure 30A) with an acrylic acid, for example, crotonic acid, followed by treatment 
with an acid such as polyphosphoric acid to afford a 4-quinolone. Protection of the nitrogen 
atom by treatment with a base, for example n-butyllithium, followed by the addition of an 
acylating agent such as di-ferr-butyldicarbonate, affords a compound of structure 31A. 

1 0 Addition of an organomagnesium or organolithium reagent (R 4 = alky 1, aryl, etc.)* or a 

reducing agent such as sodium borohydride (R 4 = hydrogen), affords an alcohol. Reduction 
of the alcohol with, for example hydrogen over palladium on carbon, followed by 
deprotection of the nitrogen atom, affords a compound of structure 32A. Demethy lation of 
the methyl ether with, for example, boron tribromide, followed by a Pechman cyclization 

1 5 with a p-keto ester effected by, for example, zinc chloride, affords a compound of structure 
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33A. A compound of structure 33A may further be transformed to a compound of structure 
34A by alkylation of the nitrogen atom, which can be accomplished in one of two ways. 
Treatment of a compound of structure 33A with a base, such as sodium hydride, and an 
alkylating agent, such as benzyl bromide, affords a compound of structure 34A. 
Alternatively, treatment of a compound of structure 33A with an aldehyde, for example 
acetaldehyde or paraformaldehyde, in the presence of a reducing agent, for example sodium 
cyanoborohydride or sodium (triacetoxy)borohydride, affords a compound of structure 34A. 
Scheme XLI 
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38A 

The process of Scheme XLI begins with the reaction of an aniline of structure 35A 
with a propargy I acetate in the presence of a copper salt such as copperfl) chloride to afford 
a compound of structure 36A. Deprotection of the heteroatom with, for example ethanolic 
potassium hydroxide, followed by a Pechman cyclization (X = O or S) or Knorr cyclization 
(X = NH) with a fj-keto ester effected by, for example, zinc chloride, affords a compound of 
structure 37A. A compound of structure 37A may further be transformed to a compound of 
structure 38A by alkylation of the nitrogen atom, which can be accomplished in one of two 
ways. Treatment of a compound of structure 37A with a base, such as sodium hydride, and 
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an alkylating agent, such as benzyl bromide, affords a compound of structure 38A. 
Alternatively, treatment of a compound of structure 37A with an aldehyde, for example 
acetaldehyde or paraformaldehyde, in the presence of a reducing agent, for example sodium 
cyanoborohydride or sodium (triacetoxy)borohydride, affords a compound of structure 38A. 
5 Scheme XIII 




The process of Scheme XLH begins with the reduction of a compound of structure 
10 36A with, for example, hydrogen over palladium on carbon. Deprotection of the heteroatom 
with, for example ethanoiic potassium hydroxide, followed by a Pechman cyclization (X = 
O or S) or Knorr cyclization (X = NH) with a 0-keto ester effected by, for example, zinc 
chloride, affords a compound of structure 39A. A compound of structure 39A may further 
be transformed to a compound of structure 40A by alkylation of the nitrogen atom, which 
1 5 can be accomplished in one of two ways. Treatment of a compound of structure 39 A with a 
base, such as sodium hydride, and an alkylating agent, such as benzyl bromide, affords a 
compound of structure 40 A. Alternatively, treatment of a compound of structure 39A with 
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an aldehyde* for example acetaldehyde or paraformaldehyde, in the presence of a reducing 
agent, for example sodium cyanoborohydride or sodium (triacetoxy)borohydride, affords a 
compound of structure 40 A. 
Scheme XLm 




The process of Scheme XLm begins with 6-methoxy-l-tetralone (Compound 42A) 
which is treated with hydroxylamine hydrochloride to afford the corresponding oxime, 
10 Compound 43A. A reductive Beckman rearrangement effected by, for example, lithium 
aluminum hydride, affords Compound 44A. Demethylation of the methyl ether with, for 
example, boron tribromide, followed by a Pechman cyclization with a 0-keto ester effected 
by, for example, zinc chloride, affords a compound of structure 45A. 



IS 
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Scheme XLIV 




47A 



The process of Scheme XLIV begins with the protection of both nitrogen atoms of a 
5 compound of structure 57 (Z=NH) by two sequential treatments with a base, for example it- 
butyllithium, followed by an acylating agent, for example di-rert-butyldicarbonate, to afford 
a compound of structure 46 A. Hydroboration with a borane species, for example, borane- 
tetrahydrofuran, followed by an oxidative work-up using, for example, basic hydrogen 
peroxide, affords a 3-hydroxyltetrahydroquinoline, which is oxidized with, for example, 
1 0 pyridinium chlorochromate, to afford the 3-ketotetrahydroquinoline. The 3-ketotetrahydro- 
quinoline may subsequently be deprotected with, for example, trifluroacetic acid, to afford a 
compound of structure 47A. 



15 
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Scheme XL V 




60A 



The process of Scheme XLV begins with the reduction of 6-nitroindoline 
S (Compound 48A) with, for example, hydrogen over palladium on carbon. A Pechman 
cyclization with a P-keto ester effected by, for example, zinc chloride, affords a compound 
of structure 49A. A compound of structure 49A may further be transformed to a compound 
of structure 50A by acylation of the quinolone nitrogen atom, which may be effected by 
deprotonation with, for example, sodium hydride, followed by the addition of an acylating 
10 agent, such as 3-nitrobenzoyl chloride. 
Scheme XL VI 
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The process of Scheme XL VI begins with the nitration of a 1,23.4- 
tetrahydroquinoline (a compound of structure 51A) by the action of nitric acid in the 
presence of, for example, sulfuric acid. Reduction of the nitro group with, for example, 
hydrogen over palladium on carbon, affords a 7-amino-1^3.4-tetrahydroquinoline of 
5 structure 52A. A Knorr cyclization with a {J-keto ester effected by, for example, zinc 
chloride, affords a compound of structure 53A. 



Scheme XL VII 




10 

The process of Scheme XL VII begins with the alkylation of 2-bromo-S-nitroaniline 
(Compound 54A) which may be accomplished in one of two ways. Treatment of 
Compound 54A with a base such as sodium hydride and an allylating agent, for example, 1- 
bromo-3-methy l-2-butene, affords a compound of structure 55A. Alternatively, Compound 
1 5 54A may be treated with an a, (3 -unsaturated aldehyde, for example, cinnamaldehyde, in the 
presence of a reducing agent such as sodium triacetoxy borohydride to afford a compound of 
structure 55A. A palladium-catalyzed cyclization reaction catalyzed by, for example, 
palladium(H) acetate, affords a compound of structure 56A. Reduction of the nitro group 
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with, for example, hydrogen over palladium on carbon, affords the aniline, and a Knorr 
cyclization with a 0-keto ester effected by f for example, zinc chloride, affords a compound 
of structure 57A. 

5 Scheme XL VII 
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The process of Scheme XL VIII begins with the reaction of an aniline (structure 
58A) with an acrylic acid, for example crotonic acid, followed by a cyclization reaction 
mediated by f for example, polyphosphoric acid to afford a 4-quinolinone of structure S9A. 
The nitrogen atom is then protected by treatment with a base, for example n-butyllithium, 

5 followed by the addition of an acylating agent such as di-rm-buty ldicarbonate. Addition of 
an organomagnesium or organolithium reagent (R 4 = alkyl, aiyl, etc.), or a reducing agent 
such as sodium borohydride (R 4 = hydrogen), affords an alcohol. Reduction of the alcohol 
with, for example hydrogen over palladium on carbon, followed by deprotection of the 
nitrogen atom, affords a compound of structure 60A. Nitration of a compound of structure 

1 0 60A by the action of nitric acid in the presence of, for example, sulfuric acid, followed by 
reduction of the nitro group with, for example, hydrogen over palladium on carbon, affords 
a 7-amino-1^3,4-tetrahydroquinoIine of structure 61 A. A Knorr cyclization with a {J-keto 
ester effected by, for example, zinc chloride, affords a compound of structure 62A. A 
compound of structure 62A may be further transformed into a compound of structure 63A 

15 by alkylation of the nitrogen atom, which can be accomplished in one of two ways. 

Treatment of a compound of structure 62A with a base, such as sodium hydride, and an 
alkylating agent, such as benzyl bromide, affords a compound of structure 63A. 
Alternatively, treatment of a compound of structure 62A with an aldehyde, for example 
acetaldehyde or paraformaldehyde, in the presence of a reducing agent, for example sodium 

20 cyanoborohydride or sodium (triacetoxy)borohydride, affords a compound of structure 63A. 

Scheme XLIX 




25 

The process of Scheme XLIX involves the reduction of a compound of structure 
64A by treatment with, for example, triethylsilane in the presence of trifluoroacetic acid, to 
afford a compound of structure 65 A. 
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Scheme L 
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The process of Scheme L involves the oxidation of benzylic substituent of a 
compound of structure 66A by treatment with, for example, selenium dioxide, to afford a 
compound of structure 67A. 



10 Scheme LI 
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The process of Scheme LI begins with the reaction of an aniline (structure 58A) 
1 5 with an acrylic acid, for example crotonic acid, followed by a cyclization reaction mediated 
by, for example, polyphosphoric acid to afford a 4-quinolinone. The nitrogen atom is then 
protected by treatment with a base, for example, 4-dimethylaminopyridine, followed by the 
addition of an acylating agent such as di-ferf-butyldicarbonate to afford a compound of 
structure 68A. The 4-quinolone is then deprotonated with a base, for example, sodium 
20 hydride, and treated with an alkylating agent such as iodomethane, to afford a compound of 
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structure 69A. Addition of an organomagnesium or organolithium reagent (R 4 m alkyl, aryl, 
etc.)* or a reducing agent such as sodium borohydride (R 4 = hydrogen), affords an alcohol. 
Reduction of the alcohol with, for example hydrogen over palladium on carbon, followed by 
deprotection of the nitrogen atom, affords a compound of structure 60 A. Compounds of 
5 structure 60A may be transformed into compounds of structure 62A as described in Scheme 

XLvm. 

Scheme LII 




10 73A 74A 

The process of Scheme LII begins with the deprotonation of a compound of 
structure 69A with a base, for example, sodium hydride, and treatment with an alkylating 
agent such as iodomethane, to afford a compound of structure 70A. Addition of an 
1 5 organomagnesium or organolithium reagent (R 5 = alky 1, aryl, etc.), or a reducing agent such 
as sodium borohydride (R 5 = hydrogen), affords an alcohol. Reduction of the alcohol with, 
for example, hydrogen over palladium on carbon, followed by deprotection of the nitrogen 
atom, affords a compound of structure 71A. Nitration of a compound of structure 71A by 
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the action of nitric acid in the presence of, for example, sulfuric acid, followed by reduction 
of the nitro group with, for example, hydrogen over palladium on carbon, affords a 7-amino- 
1^3,4-tetrahydroquinoline of structure 72A. A Knorr cyclization with a 0-keto ester 
effected by, for example, zinc chloride, affords a compound of structure 73A. A compound 
5 of structure 73A may be further transformed into a compound of structure 74A by alkylation 
of the nitrogen atom, which can be accomplished in one of two ways. Treatment of a 
compound of structure 73A with a base, such as sodium hydride, and an alkylating agent, 
such as benzyl bromide, affords a compound of structure 74A. Alternatively, treatment of a 
compound of structure 73A with an aldehyde, for example acetaldehyde or 
1 0 paraformaldehyde, in the presence of a reducing agent, for example sodium 

cyanoborohydride or sodium (triacetoxy)borohydride, affords a compound of structure 74A. 



15 

[rest of page left purposely blank] 
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Scheme LIII 




76A 4) TFA 77A 




80A 



5 The process of Scheme LIII begins with the reaction of an aniline (structure 58A) 

with a propargyl acetate in the presence of a copper salt such as copper(I) chloride to afford 
a compound of structure 75A. The nitrogen atom is then protected by treatment with a base, 
for example 4-dimethyIaminopyridine, followed by the addition of an acylating agent such 
as di-terf-butyldicarbonate. Hydroboration of the olefin with, for example, borane- 
10 tetrahydrofuran, followed by an oxidative work-up with, for example, basic hydrogen 
peroxide, affords the 4-hydroxytetrahydroquinoline, which may be oxidized with, for 
example, pyridinium chlorochromate, to afford a compound of structure 76A. A compound 
of structure 76A may then be deprotonated with a base, for example, sodium hydride, and 
treated with an alkylating agent such as iodomethane. Addition of an organomagnesium or 
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organolithium reagent (R 5 = alkyl, aryl, etc.). or a reducing agent such as sodium 
borohydride (R 5 = hydrogen), affords an alcohol. Reduction of the alcohol with, for 
example, hydrogen over palladium on carbon, followed by deprotection of the nitrogen 
atom, affords a compound of structure 77A. Nitration of a compound of structure 77A by 
5 the action of nitric acid in the presence of, for example, sulfuric acid, followed by reduction 
of the nitro group with, for example, hydrogen over palladium on carbon, affords 7-amino- 
1,2,3,4-tetrahydroquinolines of structure 78A. A Knoir cyclization with a p-keto ester 
effected by, for example, zinc chloride, affords a compound of structure 79A. A compound 
of structure 79A may be further transformed into a compound of structure 80A by alkylation 

10 of the nitrogen atom, which can be accomplished in one of two ways. Treatment of a 

compound of structure 79A with a base, such as sodium hydride, and an alkylating agent, 
such as benzyl bromide, affords a compound of structure 80A. Alternatively, treatment of a 
compound of structure 79A with an aldehyde, for example acetaldehyde or 
paraformaldehyde, in the presence of a reducing agent, for example sodium 

1 5 cyanoborohydride or sodium (triacetoxy )borohydride, affords a compound of structure 80A. 

Scheme LIV 




62A 81A 



20 



The process of Scheme LIV involves the deprotonation of a compound of structure 
62A with, for example, sodium hydride, followed by treatment with an alkylating agent such 
as iodome thane to afford a compound of structure 81A. 



WO 96/19458 



PCT/US9S/16096 



92 

Scheme LV 




82A 83A 



5 The process of Scheme LV involves the conversion of a compound of structure 82A 

into a compound of structure 83A by alky lation of the nitrogen atom, which can be 
accomplished in one of two ways. Treatment of a compound of structure 82A with a base, 
such as sodium hydride, and an alkylating agent, such as benzyl bromide, affords a 
compound of structure 83A. Alternatively, treatment of a compound of structure 82A with 

10 an aldehyde, for example acetaldehyde or paraformaldehyde, in the presence of a reducing 
agent, for example sodium cyanoborohydride or sodium (triacetoxy)borohydride, affords a 
compound of structure 83A. 



Scheme LVI 



15 




The process of Scheme LVI involves the deprotonation of a compound of structure 
53A with, for example, sodium hydride, followed by treatment with an alkylating agent such 
as iodomethane to afford a compound of structure 84 A. 
20 It will be understood by those skilled in the art that certain modifications can be 

made to the above-described methods that remain within the scope of the present invention. 

In a further aspect, the present invention provides several novel processes for the 
preparation of the compounds of the present invention. Each of these processes is illustrated 
in one or more of the Schemes shown above, and is described with particularity as follows. 



WO 96/19458 



PCT/US95/16096 



93 

Process 1 is depicted in Scheme II and begins with the conversion of a 4- 
bromoaniline (Compound 6) to 6-bromo-l t 2-dihydro-2 t 2 f 4-trimethylquinoIine (Compound 
7) by treatment with acetone (0.01 M to 10 M) and 0.01-100 moI% of one or more catalysts 
(for example, para-toluenesulfonic acid, sulfuric acid, hydrochloric acid, boron trifluoride 
5 etherate, magnesium sulfate, or iodine) at -20°C to 300°C. Additives that inhibit 
polymerization (for example, 4-tert-butyIcatechol) can also be used in addition to the 
catalyst(s). Hie aniline nitrogen is then protected. For example, protection as the f-butyl 
carbamate requires treatment of a solution (typical solvents include toluene, ether, THF) of 
Compound 7 with a strong base (for example, n-butyllithium, sodium hydride, potassium 
1 0 hydride) at - 1 00°C to 1 00°C, followed by reaction with di-/-butyldicarbonate at • 1 00°C to 
100°C to afford the 6-substituted-l^-dihydro N-l protected quinoline (Compound 8). The 
important steps of process 1 then begins when the halogen (e.g. f bromine) of Compound 8 is 
replaced with either lithium by a lithium-halogen exchange reaction by treatment of a 
solution (typical solvents include toluene, ether, THF) of Compound 8 with an alkyllithium 
15 (for example, f-butyllithium, n-butyllithium) at -100°C to 100°C, or with a reactive metal(s), 
such as magnesium by treatment with magnesium metals (turnings or powder) or zinc, and 
either iodine or ethylene dibromide in an inert solvent (typical solvents include ether, THF, 
pentane) at -20°C to 200°C. The organolithium or organomagnesium intermediate is then 
allowed to react with a trialkylborate (for example, trimethylborate, triisopropylborate) at 
20 -100°C to 100°C The organoborate intermediate is hydrolyzed with acid (for example, 
dilute aqueous hydrochloric acid or sulfuric acid) at -40°C to 100°C to afford the boronic 
acid (e.g., 6-boro-l,2-dihydn> N-l protected quinoline: Compound 9). Alternatively, the 
organolithium or organomagnesium intermediate may be treated with an organotin species 
(for example, trimethyltin chloride, tributyltin chloride, etc.) at -100°C to 200°C to afford a 
25 trialkyltin quinolinoyl compound, a species useful in the coupling processes described in 
J.K.Stille et al., "^Methoxy^'-nitrobiphenyr, Organic Syntheses 1992, 77, 97, and T.N. 
Mitchell, Talladium-Catalyzed Reactions of Organotin Compounds- Synthesis 1992, 803, 
the disclosures of which are herein incorporated by reference. Treatment of a solution 
(typical solvents include toluene, DME, DMF) of Compound 9 with a coupling partner (an 
30 aryl, heteroaryl, or vinylbromide; an aiyl, heteroaryl, or vinyliodide; or an aryl, heteroaryl, 
or vinyl triflate) in the presence of a catalytic amount of a palladium species [for example. 
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tctrakis(triphcnylphosphinc)-palladium, allylpalladium chloride dimer, 
bis(triphenylphosphine)palladium di chloride], and aqueous base (for example, sodium 
carbonate, potassium carbonate) at -40°C to 200°C affords a 6-substituted-l ,2-dihydro N-l 
protected quinoline (structure 10). Deprotection of a compound of structure 10, for 
5 example, with acid (for example, trifluoroacetic acid) at -80°C to 200°C, affords the 
corresponding 6-substituted-l ,2-dihydroquinoline (e.g., structure 4). 

Process 2 is depicted in Scheme III and involves the treatment of a solution 
(typical solvents include toluene, DME, DMF) of 6-haIo-l ,2-dihydro N-l protected 
quinoline (Compound 8) with an organoboron species (for example, pheny lboronic acid, 3- 

10 nitropheny lboronic acid) or an organotin species [such as tributylphenyl tin or trimethyl(4- 
methoxypheny 1) tin] in the presence of a coupling partner and a catalytic amount of a 
palladium species [for example, tetrakis (triphenylphosphine)palladium, allylpalladium 
chloride dimer, bis(triphenylphosphine)palladium dichloride], and aqueous base (for 
example, sodium carbonate, potassium carbonate) at -40°C to 200°C to afford a 6- 

1 5 substituted- 1 ^-dihydro N- 1 protected quinoline (structure 10). Deprotection of a compound 
of structure 10 with acid (for example, trifluoroacetic acid) at -80°C to 200°C affords the 6- 
substituted-l,2-dihydroquinoline (structure 4). 

Process 3 is depicted in Scheme XI and involves the preparation of benzocoumarins 
from acyclic precursors. Thus, an ortho-bro moan isole (structure 36) is lithiated with an 

20 alkyllithium (for example, n-butyllithium, /-butyl! ithium) at -1 00°C to 80°C in an inert 
solvent (typical solvents include toluene, ether, THF), and allowed to react with a 
trialkylborate (for example, trimethylborate, triisopropylborate) at -100°C to 100°C 
Hydrolysis of the intermediate with acid (for example, dilute hydrochloric acid or sulfuric 
acid) at -40°C to 100°C, affords the corresponding 2-methoxyphenyl boronic acid (structure 

25 37). Alternatively, the organolithium or organomagnesium intermediate may be treated with 
a trialkyltin halide (for example, trimethyltin chloride, tributyltin chloride, etc.) at -100°C to 
200°C to afford a trialkyltin aryl compound, a species useful in the coupling processes 
described above in Process 1. The important steps of process 3 begin with the palladium- 
catalyzed coupling of a 2-methoxyphenyl boronic acid (structure 37) with a 2-halo-S* 

30 nitrobenzoic acid derivative (typical derivatives include the acid; any one of a number of 
esters, including methyl, ethyl, allyl, r-butyl, phenyl; or any one of a number of amides, 
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including dimethyl, methyl, diallyl, allyl, dibenzyl) with a palladium catalyst (for example. 
tetrakis(triphenylphosphine) palladium, allylpalladium chloride dimer, 
bis(triphenylphosphine)pal]adium dichloride), and aqueous base (for example, sodium 
carbonate, potassium carbonate) at -40°C to 200°C affords the biaiyl carboxylate (structure 
5 39). The product obtained from use of the acid as a coupling partner may be used directly; 
alternatively, deprotection by hydrolysis of the ester or the amide is accomplished with 
aqueous base (for example, potassium hydroxide or sodium hydroxide) or aqueous acid (for 
example, trifluoroacetic acid, hydrochloric acid, sulfuric acid) at -60°C to 300°C. The acid 
is converted to the acid chloride with, for example, thionyl chloride in an inert solvent 
10 (typical solvents include methylene dichloride, toluene, or 1 ,2-dichloroethane) at -80°C to 
300°C. Intramolecular cyclization (acylation) is then effected by treatment of a solution of 
the acid chloride in an inert solvent (typical solvents include methylene dichloride, toluene, 
or 1 ,2-dichloroethane) with a Lewis acid (for example, aluminum trichloride, boron 
trifluoride) at -80°C to 300°C to yield the nitrobenzocoumarin. Reduction of the nitro group 
15 of the nitrobenzocoumarin with, for example, 1 -200 atmospheres of hydrogen over a metal 
catalyst (for example, Pd/C, PtC>2). affords the desired aminobenzocoumarin (structure 40). 
Treatment of compounds of structure 40 with acetone and a catalyst such as iodine affords 
the coumarino[3,4-/]quinoline (structure 41), as described above in Process 1. The addition 
of an organometallic reagent, for example an organolithium or organomagnesium reagent, to 
20 a solution of a compound of structure 41 in an inert solvent at -100°C to 100°C affords an 
adduct. This adduct may be reduced by treatment of a solution of the adduct in an inert 
solvent (such as dichloromethane or toluene) with a strong protic or Lewis acid and a 
trialky lsilane, (for example, boron trifluoride or trifluoroacetic acid and triethylsilane or 
methyldiphenylsilane) at -80°C to 200°C, to afford a 5ff-chromeno[3,4-/]quinoline 
25 (Compound of structure 42). 

Process 4 is depicted in Scheme XIII and involves the addition of an organometallic 
reagent, for example an organomagnesium or organolithium reagent, to a solution of a 
compound of structure 41 (i.e. f a coumarino[3,4-/]quinoline) in an inert solvent (typical 
solvents include ether, THF, toluene) at -100°C to 100°C. Dehydration of the intermediate 
30 thus derived may be effect by treatment of a solution of the intermediate (typical solvents 
include in dichloromethane, ethanol, or toluene) with an acid (for example, para- 
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toluenesulphonic acid, methanesulphonic acid), to afford compounds of structure 45 (i.e. f 
Stf-chromeno[3,4-/]quinolines). 

Process 5 is depicted in Scheme XVII and begins with the acylation of a 3-nitroaryl, 
e.g., a 3-nitrophenol (structure 64. Y=0), 3-nitroaniiine (structure 64, Y=NH), or 3- 
5 nitrothiophenol (structure 64 t Ys=S), with an acylating agent (for example, di-/e/*-butyl 
dicarbonate or trimethylacetyl chloride), either with or without the addition of a base (for 
example, 4-dimethylaminopyridine, triethylamine, pyridine) in an inert solvent (typical 
solvents include dichloromethane, THF, toluene) at -100°C to 200°C, to afford the 5- 
protected 3-nitroaryI compound of structure 65. Reduction of the nitro group with, for 

1 0 example, 1 -200 atmospheres of hydrogen over a metal catalyst (for example, Pd/C, Pt02), 
affords the corresponding 5-protected 3-aminoaryl (structure 66). Treatment of a compound 
of structure 66 with acetone and a catalyst such as iodine and addition of a 1,2- 
dihydroquinoline affords the 5-protected 1 ,2-dihydroquinoIine compound of structure 67, as 
described above in Process 1. Deprotection, for example, by either acid (for example, 

1 5 hydrochloric acid, trifluoroacetic acid, sulfuric acid) or base (for example, sodium 

hydroxide) at -40°C to 300°C, followed by treatment of a solution (typical solvents include 
ethanol, toluene, methanol) of the corresponding aniline or phenol with a fJ-keto ester 
(structure 68) in the presence of a Lewis acid (for example, zinc chloride, boron trifluoride, 
aluminum trichloride) at -40°C to 300°C, affords one or more of the four linear tricyclic 1,2- 

20 dihydroquinoline compounds (structures 57, 69, 70, and 71). A compound of structure 69 
may be converted to a compound of structure 57 by treatment of a solution (typical solvents 
include toluene, dichloromethane) of a compound of structure 69 with an acid (for example, 
para -toluenesulphonic acid, hydrochloric acid) at -40°C to 300°C. In addition, a compound 
of structure 71 may be converted to a compound of structure 57 by treatment of a solution 

25 (typical solvents include toluene, dichloromethane) of a compound of structure 71 with, for 
example, para-chlorophenol. 

Process 6 is a modification of Process 5. Thus, a solution (typical solvents include 
ether, THF, toluene) of a 3-aminoaryl, preferably 3-amino thioaryl, is treated with a strong 
base (for example, sodium hydride, n-butyllithium) at -100°C to 100°C, followed by the 

30 addition of an acylating agent (typical acylating agents include di-r-butyl dicarbonate, 

trimethylacetyl chloride, acetic anhydride) at -100°C to 200°C, to afford the corresponding 
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the corresponding 5-protected 3-aminoaryI compound of structure 66 (Y=S). The 
conversion of a compound of structure 66 (Y=S) to the linear tricyclic 1,2-dihydroquinoline 
compounds of structures 57, 69, 70 and 71 (Y=S) is accomplished as described above in 
Process 5. 

5 Process 7 is depicted in Scheme XLVI, and also is included as parts of Schemes 

XLVm, LH, and LIII. Process 7 begins with the nitration of a 1,23,4-tetrahydroquinoline 
(for example, a compound of structure 51A in Scheme XLVI, or of structure 60A in 
Scheme XLVIII, etc) with a nitrating agent For example a mixture of sulfuric acid and 
nitric acid is added to a solution of the tetrahydroquinoline in sulfuric acid or sulfuric acid 
10 and a second, inert solvent such as nitromethane, at -80 °C to +40 °C. The nitro group of 
the resulting 7-nitro-],2,3,4-tetrahydroquinoline is then reduced by hydrogenation over a 
metal catalyst (for example, Pd/C, Pt02) under 1-200 atmosperes of hydrogen, to afford the 
corresponding aniline (a compound of structure 52A in Scheme XLVI or of structure 72A 
in Scheme LH, for example). Treatment of a solution (typical solvents include ethanol, 
1 5 toluene, methanol) of the aniline with a b-keto ester (structure 68) in the presence of a Lewis 
acid (for example, zinc chloride, boron trifluoride, aluminum trichloride) at -40 °C to +300 
°C, affords the desired quinoline, a compound of structure 53A in Scheme XLVI, or of 
structure 73A in Scheme LH, etc. 

In yet another aspect, the present invention provides novel intermediates useful in 
0 the preparation of the steroid modulator compounds of the present invention. The 
intermediates of the present invention are defined as those having the formulae: 




25 



OR 
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R 13 R 6 R 7 
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OR 



R 6 R 7 




10 

(IV) 

wherein: 

Z is O, S, or NR 1 , where R 1 is hydrogen. R2C=0, R 2 C=S, R 3 OC=0, R 3 SC=0. 

R 3 OC=S, R 3 SC=S or R 3 R 4 NC=0, where R 2 is hydrogen, a C i - C6 alkyl or 
1 5 perfluoroalkyl, optionally substituted ally 1 or aryl methyl alkenyl, alkynyl, ary) or heteroaryl, 

and where R 3 and R 4 each independently are hydrogen, a C] - alkyl, optionally 

substituted allyl, arylmethyl, aryl or heteroaryl; 

R5 is hydrogen, R 2 C=O f r2c=S, R 3 OC=0, R 3 SC=0, R 3 OC=S. R 3 SC=S, or 

R 3 R 4 NC=0, where R 2 , R 3 and R 4 have the same definitions as given above; 
20 R° is hydrogen, a C] - Q> alkyl, optionally substituted ally], aryl methyl, alkenyl, 

alkynyl, aryl, heteroaryl, R 3 0, HOCH2, R 3 OCH2, F, Q, Br, I, cyano, R 3 R 4 N or 

perfluoroalkyl, where R 3 and R 4 have the same definitions as given above; 
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R 7 through R9 each independently are hydrogen, a Ci - Q5 alkyl, ally] or optionally 
substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl, or 
R 8 and R$ taken together form a three- to seven-membered carbocylic or heterocyclic ring; 

R 10 is hydrogen, a C] - C6 alkyl, optionally substituted allyl, arylmethyl, aryl, or 
heteroaryl, R2c=0, R2c=S, R3oC=0, R 3 SC=0, R3oc=S, R3SC=S or R 3 R 4 NC=0, 
where R through R have the same definitions as given above; 

R 1 1 and R 12 each independently represent hydrogen, a C\ - C6 alkyl, optionally 
substituted allyl, aryl methyl, alkenyl, alkynyl, aiyl, heteroaryl, R 3 0, HOCH2. R 3 OCH2, F, 
CI, Br, I. cyano, R 3 R*N or perfluoroalkyl, where R 3 and R 4 have the same definitions as 
given above; 

R 13 is hydrogen, a C\ - C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, 

alkynyl, aiyl, heteroaiyl, R 3 0, HOCH2, R 3 OCH 2 . R 3 R^N, CF 2 CI, CF 2 OR 3 or 

3 4 

perfluoroalkyl, where R and R have the same definitions as given above; 

R 14 is hydrogen, a C j - C6 alkyl. optionally substituted allyl, aryl methyl, alkenyl, 
alkynyl, aryl. heteroaryl, R3o, HOCH2, R 3 OCH 2 . F, CI, Br, I, cyano. r3r4 N or 
perfluoroalkyl where R 3 and R 4 have the same definitions as given above; and 

Rl5 is F, CI, Br. I. B(ORl6) 2 , SnR»7 R 18 R 19 pr OSO2R20, where R«° is hydrogen 
or a Cj - C6 alkyl. R*? through R«* each independently represent a Ci - C6 alkyl, R2o or 
heteroaryl, R20 a C| . Cg perfluoroalkyl. aryl, or heteroaryl, and R2 has the same 
definition as given above. 

Representative intermediate compounds useful in the preparation of the steroid 
modulator compounds of the present invention include: 1, 2-Dihydro-2,2,4-trimethyl-5- 
coumarino[3,4-/]quinoline (Compound 159); 9-Fluoro-l^ihydro-2,2,4-trimethyl-5- 
coumarino[3.4-y]quinoline (Compound 207); 8-Fluoro-l^-dihydro-2^,4-trimethyl-5- 
coumarino[3,4-/]quinoline (Compound 208); 9-Chloro-l ,2-dihydro-2,2,4-trimethyl-5- 
coumarino[3,4-/)quino]ine (Compound 209); 8-Ethoxy-l^-dihydro-2,2,4-trimethyl-6- 
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trifluoromethyl-8-pyrido[5,6-g]quinoIine (Compound 248); and l,2,6,7-Tetrahydro-6- 
hydroxy-2,2,4-trimethyl-6-trifluoromethyl^^ (Compound 249). 

The compounds of the present invention also includes racemate, stereoisomers and 
mixtures of said compounds, including isotopically-Iabeied and radio-labeled compounds. 
Such isomers can be isolated by standard resolution techniques, including fractional 
crystallization and chiral column chromatography. 

As noted above, any of the steroid modulator compounds of the present invention 
can be combined in a mixture with a pharmaceutical ly acceptable carrier to provide 
pharmaceutical compositions useful for treating the biological conditions or disorders noted 
herein in mammalian, and more preferably, in human patients. The particular carrier 
employed in these pharmaceutical compositions may take a wide variety of forms depending 
upon the type of administration desired, e.g., intravenous, oral, topical, suppository or 
parenteral. 

In preparing the compositions in oral liquid dosage forms (e.g., suspensions, elixirs 
and solutions), typical pharmaceutical media, such as water, glycols, oils, alcohols, flavoring 
agents, preservatives, coloring agents and the like can be employed. Similarly, when 
preparing oral solid dosage forms (e.g., powders, tablets and capsules), carriers such as 
starches, sugars, diluents, granulating agents, lubricants, binders, disintegrating agents and 
the like will be employed. Due to their ease of administration, tablets and capsules 
represent the most advantageous oral dosage form for the pharmaceutical compositions of 
the present invention. 

For parenteral administration, the carrier will typically comprise sterile water, 
although other ingredients that aid in solubility or serve as preservatives, may also be 
included. Furthermore, injectable suspensions may also be prepared, in which case 
appropriate liquid carriers, suspending agents and the like will be employed. 

For topical administration, the compounds of the present invention may be formulated 
using bland, moisturizing bases, such as ointments or creams. Examples of suitable ointment 
bases are petrolatum, petrolatum plus volatile silicones, lanolin, and water in oil emulsions such 
as Eucerin™ (Beiersdorf). Examples of suitable cream bases are Nivea™ Cream (Beiersdorf). 
cold cream (USP), Purpose Cream™ (Johnson & Johnson) hydrophilic ointment (USP), and 
Lubriderm™ (Warner-Lambert). 
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10 



Hie pharmaceutical compositions and compounds of the present invention will 
generally be administered in the form of a dosage unit (e.g., tablet, capsule etc.) at from 
about 1 ug/kg of body weight to about 500 mg/kg of body weight, more preferably from 
about 10 ug/kg to about 250 mg/kg, and most preferably from about 20 ug/kg to about 100 
mg/kg. As recognized by those skilled in the art, the particular quantity of pharmaceutical 
composition according to the present invention administered to a patient will depend upon a 
number of factors, including, without limitation, the biological activity desired, the 
condition of the patient, and tolerance for the drug. 

The compounds of this invention also have utility when radio- or isotopically- 
labeled as ligands for use in assays to determine the presence of PR, AR, ER, GR or MR in 
a cell background or extract. They are particularly useful due to their ability to selectively 
activate progesterone and androgen receptors, and can therefore be used to determine the 
presence of such receptors in the presence of other steroid receptors or related intracellular 
receptors. 

15 Due to the selective specificity of the compounds of this invention for steroid 

receptors, these compounds can be used to purify samples of steroid receptors in vitro. Such 
purification can be carried out by mixing samples containing steroid receptors with one or 
more of the compounds of the present invention so that the compounds bind to the receptors 
of choice, and then separating out the bound ligand/receptor combination by separation 
20 techniques which are known to those of skill in the art These techniques include column 
separation, filtration, centrifugation, tagging and physical separation, and antibody 
complexing, among others. 

The compounds and pharmaceutical compositions of the present invention can 
advantageously be used in the treatment of the diseases and conditions described herein. In 
25 this regard, the compounds and compositions of the present invention will prove particularly 
useful as modulators of human fertility, and in the treatment of female and male sex steroid- 
dependent diseases and conditions such as hormone replacement therapy, dysfunctional 
uterine bleeding, endometriosis, leiomyomas, acne, male-pattern baldness, osteoporosis, 
prostatic hyperplasia and various hormone-dependent cancers, such as cancers of the breast, 
30 ovaries, endometrium and prostate. The GR and MR active compounds and compositions 
of the present invention will also prove useful as affectors of carbohydrate, protein and lipid 
metabolism, electrolyte and water balance, as well as modulators of the functions of the 
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cardiovascular, kidney, central nervous, immune, skeletal muscle and other organ and tissue 
systems. 

The compounds and pharmaceutical compositions of the present invention possess a 
number of advantages over previously identified steroidal and non-steroidal compounds. 

5 Furthermore, the compounds and pharmaceutical compositions of the present 

invention possess a number of advantages over previously identified steroid modulator 
compounds. For example, the compounds are extremely potent activators of PR and AR, 
preferably displaying 50% maximal activation of PR and/or AR at a concentration of less 
than 100 nM, more preferably at a concentration of less than 50 nM, more preferably yet at a 

10 concentration of less than 20 nM , and most preferably at a concentration of 10 nM or less. 
Also, the selective compounds of the present invention generally do not display undesired 
cross-reactivity with other steroid receptors, as is seen with the compound mifepristone 
(RU486; Roussel Uclaf), a known PR antagonist that displays an undesirable cross 
reactivity on GR and AR, thereby limiting its use in long-term, chronic administration. In 

1 5 addition, the compounds of the present invention, as small organic molecules, are easier to 
synthesize, provide greater stability and can be more easily administered in oral dosage 
forms than other known steroidal compounds. 

The invention will be further illustrated by reference to the following non-limiting 
Examples. 



20 



WO 96/19458 



PCT/US95/16096 



103 

EXAMPLE 1 

l^J^Tetrahvdro-2,2.4-triniethvN6-DhenvlQuinoline f C ompound 100. structure S nf 
Scheme I. where R^henvH 

In a flame-dried round bottom (r.b.) flask equipped with a magnetic stir bar was dissolved 
5 1 ,2-dihydro-2,2,4-trimethy 1-6-pheny lquinoline ( 1 5 mg, 60 fimol) and 1 0% Pd on C ( 1 0 mg) 
in anhydrous CH2CI2 (3 mL). The flask was repeatedly evacuated and filled with N2 to 
remove any residual O2 and then H2 gas was introduced. The solution was stirred at room 
temperature for 18 h t filtered though a Celite™ plug, and concentrated in vacuo to afford 
7.8 mg (52 %) of Compound 100 as an off white solid. Data for Compound 100: Rf = 0.71 
10 (silica gel, hexane/EtOAc, 3:1). *H NMR (400 MHz, CDCI3): 7.53 (d, J = 4.0, 1 H) f 7.47 
(m, 2 H), 735 (m, 2 H), 6.53 (d, J = 4.1, 1 H). 3.71 (bs, 1 H), 2.98 (m, 1 H), 1.79 (dd, / = 
4.0, 8.0, 1 H), 1.41 (d, J = 4.0, 3 H), 1.23 (d, J = 8.0, 6 H) 

EXAMPLE 2 

15 l t 2-Dihydn>-2 1 2 1 4>trimethvl-6-n.2.3-thiadiazoK5-vnQu inoline (Compound 101. structure 4 
of Scheme 1. where R*=2.3.4-thiadiazolvn 

To a dry 250-mL r.b. flask equipped with a magnetic stirring bar and a water cooled reflux 
condenser was added 4-(l,2,3-thiadiazolyl)aniJine (0.990 g f 5.59 mmol) along with a 
catalytic amount of I2 («50 mg) dissolved in acetone (HPLC grade, 70 mL). The resulting 

20 red solution was heated at reflux with constant stirring for 60 h. The reaction was followed 
by TLC (hexane/EtOAc, 3: 1 , visualized by short wave UV, the product appearing as a bright 
blue spot). After cooling to room temperature (it), Celite™ (2.0 g) was added and the 
mixture was concentrated under reduced pressure to give a free flowing powder which was 
purified by silica gel chromatography (70 g silica gel 60, 240 mesh, hexane/EtOAc, 5: 1 ) to 

25 afford 258 mg (18%) of Compound 101 as a light yellow solid: Rf = 0.35 (hexane/ ethyl 
acetate, 3: 1 ). Data for Compound 101: *H NMR (400 MHz, C6D6): 7.86 (d, J = 2.0, 1 
H), 7.70 (dd, J = 8.4, 2.1, 1 H), 7.34 (s, 1 H), 6.19 (d, J = 8.4, 1 H), 5.09 (s, 1 H), 3.29 (br 
s, 1 H), 1.87 (d, J = 1.2, 3 H), 1.02 (s, 6 H). 
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EXAMPLE 3 

r2.Dihvdro-2^.4-trimethvl^-n.3 -oxazol-S-vnauinoline ( Compound 102. structure 4 of 
S^eme I- where R'=5-oxazolvn 

This compound was prepared using the procedure for EXAMPLE 2 from 4-(l,3-oxazol-5- 
5 yl)aniline (460 mg, 287 mmol) to afford Compound 102 (299 mg. 1 .22 mmol, 43%) as a 
light brown solid: Rf = 0.23 (silica gel, hexane/EtOAc, 3:1). Data for Compound 102: *H 
NMR (400MHz, C6D6): 7.40 (d, J = 1.99, 1 H), 7.32 (s, 1 H), 7.26 (dd, J = 8.2, 2.0, 1 H), 
7.14 (s, 1 H), 6.10 (d, J m 8.4. 1 H) , 5.06 (s, 1H), 3.23 (br s, 1 H), 1.79 (d, J = 1.2, 3 H), 
1.00 (s, 6 H). 

10 

EXAMPLE 4 

6-f4.5-Dichloroirp ^^7f»l- J -y) )- 1 .2-dihvdro -2.2.4-trimethvlouinoline ( Compound 103. 
structure 4 of Scheme 1. where Rl=4.5-dichloroimir l?*nl-1-vn 
This compound was prepared using the procedure for EXAMPLE 2 from 4-(4,5- 
1 5 dichloroimidazol- 1 -yl)aniline ( 1 .0 g, 44 mmol) to afford Compound 103 (234 mg, 1 7%) as 
an off-white solid: Rf = 0.26 (silica gel, hexane/ethyl acetate, 3: 1 ). Data for Compound 
103: lH NMR (400 MHz, C6D6) 7.12 (s, 1 H). 6.66 (d, / = 2.3, 1 H), 6.44 (dd. J = 8.4. 
2.4, 1 H), 5.90 (d, J = 8.4, 1 H), 5.05 (s, 1 H), 3.20 ( br s, 1 H). 1 .66 (d, J = 1 .4, 3 H), 0.99 
(s, 6 H). 

20 

EXAMPLES 

6-(4-Bromo- 1 -methvlpvrazol-3-vn- 1 .2-dihvdro-2.2.4-trimethvlquinoline (Compound 104. 
structure 4 of Scheme I. where Rl=4-bromo-l-methvlpvrazol-3-vn 
This compound was prepared using the procedure of EXAMPLE 2 from 4-(4-bromo- 1 - 
25 methylpyrazol-3-yl)aniline (1 .0 g, 44 mmol) to afford Compound 104 (540 mg, 41 %) as an 
off-white solid. Data for Compound 104: Rf = 0.23 (silica gel, hexane/EtOAc, 3: 1). *H 
NMR (400 MHz, CoD6) 7.64 (s, 1 H). 7.01 (d, J = 1.8, 1 H), 6.90 (dd, J = 8.0, 1.8, 1 H), 
6.10 (d, / = 7.9, 1 H), 5.04 (s, 1 H), 3.37 (s. 3 H), 3.23 (br s, I H), 1.75 (d, J = 1.2,3 H), 
0.99 (s, 6 H). 
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EXAMPLE 6 

K2-Dihvdro-2.2.4-trimethv1-6-f3-Pvridvl> quinoIine f Compound IPS, structure 4 of Scheme 
I, whreRl=3-pyridYl) 

3-(4-Nitrophenvnpvridine (structure 2. where R'=3-pvridvn: To a solution of H2SO4 (6 
5 mL) cooled in an ice bath to 0°C was added 3-phenyIpyridine (1 .0 g, 6.4 mmol). The 

orange-red solution was vigorously stirred while HNO3 (1 mL) was slowly added dropwise 
to give a cloudy light yellow solution. After stirring at room temperature for 20 min the 
solution was carefully poured into a beaker filled with ice (200 g). The solution was 
neutralized with 20% NaOH to give a cloudy white suspension which was extracted with 
10 EtOAc (3 x 150 mL). The organic layers were combined, washed with brine (2 x 50 mL), 
dried (NaS04) and concentrated in vacuo to give the desired product (1 .2 g, 99%) as a light 
yellow solid. Data for 3-(4-nitrophenyl)pyridine: Rf = 0.47 (silica gel, methanol/CHCl3, 
5/95); lH NMR (400 MHz, acetone-d6) 8.99 (s, 1 H), 8.67 (s, 1 H), 8.37 (d, J = 7.0, 2 H), 
8.18 (m, 1 H), 8.02 (d, J = 7.0. 2 H), 7.53 (m, 1 H). 

15 

3-(4-Aminophenvnpvri dine (structure 3. where R^-pvridvn: In a flame-dried r.b. flask 
equipped with a magnetic stirring bar was dissolved 3-(4-nitrophenyl)pyridine (131 mg, 
0.655 mmol) and 10% Pd on C (10 mg) in anhydrous CH2CI2 (3 mL) was added. The flask 
was repeatedly evacuated and filled with N2 to remove any residual O2, and then H2 gas 
20 was introduced. The solution was stirred at it for 1 8 h, filtered though a Celite™ plug and 
concentrated in vacuo to give the desired amine (105 mg, 95%) as an off-white solid. Data 
for 3-(4-aminophenyl)pyridine: Rf = 0. 1 7 (silica gel, methanol/CHCl3, 5/95); *H NMR 
(400 MHz, acetone-d6) 8.77 (d, J = 2.3, 1 H), 8.42 (dd, J = 6.4, 1 .6, 1 H), 7.88 (m, 1 H), 
7.41 (d, J = 8.5, 2 H), 7.33 (m, 1 H), 6.78 (d, J m 8.5, 2 H), 4.86 (br s, 2 H). 

25 

1.2-Dihvdn>-2>2.4-tjiiTiethvl-6-(3-Pvridvnq uinoline (Compound 105. structure 4. where 
R*=3-pvridvn: This compound was prepared using the procedure of EXAMPLE 2 from 3- 
(4-arninophenyl)pyridine (105 mg, 0.62 mmol) to afford Compound 105 (0.5 mg, 0.3%) as 
an off-white solid. Data for Compound 105: Rf = 0.44 (silica gel, hexane/EtOAc, 3: 1 ); 
30 lH NMR (400 MHz, CDCI3) 9.13 (s, 1 H), 8.58 (d, J = 2.5, 1 H), 7.48 (m, 1 H), 7.36 (s, 1 
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H), 7.26 (s, 1 H), 6.96 (s, 1 H), 6.82 (m, 1 H), 6.26 (d, J = 4.0, 1 H). 5.12 (s, 1 H), 1.80 (s, 3 
H), 1 .06 (s, 6 H). 

g*AMPlE7 

5 6-(4-Fluorophenvl>-1.2.-dihvdro-2.2.4-trimethvlauino1ine fCompounrt 106 structure 4 of 
Scheme II. where RJ=4-fluorophenvn 

e^Bromo-l^-dihvdro-Z^^trimethvlquinoline f Compound 71: A dry 500 mL r.b. flask 
equipped with a magnetic stir bar and a reflux condenser was charged with 4-bromoaniline 
(35.7g, 0.208 mol) and acetone (250 mL, Aldrich reagent grade). To this solution, 12 (2.637 

1 0 g, 0.05 equiv) was added turning the solution bright red. The mixture was heated to reflux 
with constant stirring for 4 days (approximately 90 hours). The reaction was monitored by 
TLC (20% ethyl acetate/methylene chloride; observed starting materia] and product under 
short wave UV). As judged by TLC, 50% of the starting material was consumed during the 
course of the reaction. The reaction mixture was cooled to room temperature and quenched 

1 5 with saturated Na 2 S 2 03 (200 mL). The aqueous mixture was partitioned into 2 phases 

using ethyl acetate (200 mL). The organic layer was rinsed with saturated Na2S 2 03 (3 x 75- 
100 mL) and brine (100 mL). The combined aqueous layers were extracted with ethyl 
acetate (100 mL). The organic layers were combined and dried over anhydrous sodium 
sulfate. The crude dark material was purified by flash chromatography (800 mL silica, 50% 
20 ethyl acetate/methylene chloride) followed by recrystallization of isolated quinoline 

(hexane) yielding 8,22 g (15%) of Compound 7 (white crystals). Data for Compound 7: *H 
NMR (400 MHz, acetone-d6) 7.06 (d, 7=2, 1H), 6.99 (dd, / = 8, 2, 1H), 6.42 (d, 7=8, 
1H), 5.36 (s, 1H), 5.28 (br s, 1H) 1.92 (d, J = 2, 3H), 1.24 (s, 6H). 



25 6-Bromo-l-tery-butvloxvcarbonv^^ (Compound An 

oven dried 250 mL r.b. flask equipped with a magnetic stirrer and a nitrogen inlet was 
charged with Compound 7 (4.04 g, 16.0 mmol). The white crystals were dissolved in 40 mL 
THF. The clear solution was cooled to -78°C with constant stirring. A thermocouple was 
used to monitor the reaction temperature. fi-Butyllithium (1 1.2 mL, 16.8 mmol, 1.50 M) 

30 was added slowly by syringe over a period of 15 min (temperature maintained between - 
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70°C and -65°C) turning the reaction mixture bright yellow. The reaction was allowed to 
continue stirring at -75°C for an additional 15 min. The reaction was wanned to 0°C and 
the di-rm-butyl-dicarbonate (3.846 g, 17.62 mmol) was added in one portion. NOTE: a 
significant exotherm was observed with the addition of the dicarbonate from 0°C to 12°C. 
5 The reaction was monitored by TLC as it wanned to rt (50% ethyl acetate/methylene 

chloride) (3-5 hours). The reaction mixture was quenched with 1 .0 M Na2S2C>3 (100 mL) 
and partitioned with ethyl acetate (100 mL). The organic layer was rinsed with 1 .0 M 
Na 2 S20 3 (2 x 50 mL) and brine (100 mL). The aqueous layers were combined and back 
extracted with methylene chloride (75 mL). The organic layers were combined and dried 
10 (Na 2 S0 4 ). The crude mixture was purified by flash chromatography (400 mL silica, 2% 
ethyl acetate/hexane) to provide Compound 8 (3.765 g, 66.7%) as an oil. Data for 
Compound 8: *H NMR (400 MHz, acetone-d6) 7.30 ppm (s f lH) f 7.28 (d, J = 8, 1H), 7. 1 1 
(d, 7=8, IH), 5.60 (s, 1H), 2.00 (s, 3H), 1.49 (s, 9H), 1.48 (s, 6H). 

15 General Method 1: biarvl coupling of an arvl boronic acid with 6-Bromo-1.2-dihvdro-2.2.4- 
tiimethvlquinoline ( Compound 8): A 25 mL recovery flask equipped with a magnetic stir 
bar was charged with Compound 8 ( 1 .0 equi v) in toluene (0. 1 M). 

Tetrakis(triphenylphosphine)palladium (0.03 equiv), boronic acid (R*B(OH)2) (1.3 equiv, 
0.1 M in ethanol) and potassium carbonate (2.0 equiv, 2.0 M) were added to the reaction 

20 flask sequentially under a nitrogen atmosphere. A reflux condenser was fitted to the flask 
and the cloudy reddish solution was stirred rapidly and heated to reflux for about 4 h until 
the starting material had been completely consumed as judged by TLC (15% ethyl 
acetate/hexane). The product mixture was then cooled to room temperature and quenched 
with saturated NH4CI (4-5 mL). Ethyl acetate (5 mL) was used to partition the mixture. 

25 The organic layer was rinsed with saturated NH4CI (2x5 mL). The aqueous layers were 

extracted with ethyl acetate (5 mL). The organic layers were combined, dried (Na2S0 4 ), 
and purified as indicated. 



WO 96/19458 



PCT/US95/16096 



108 



6-f4-FluoroDhenvlVK2^ihvdrD>2 -2.4-trimethvlQuino1ine (Compound 106. structure 4. 
where R * =4-fluorophen vl): This compound was prepared according to General Method 1 
from Compound 8 (1 19.3 mg t 0.472 mmol) and commercially available 4- 
fluorobenzeneboronic acid (84.1 mg, 0.601 mmol, Lancaster). The product, Compound 
5 106 (5.0 mg, <1%), was isolated and purified by reverse phase HPLC (ODS, 80% 

methanol/water, 3.0 mL/min). Data for Compound 106: *H NMR (400 MHz, acetone-d6) 
7.57ppm(m,2H),7.27(d,7 = 2, 1H), 7.20 (dd, 7 = 12.2, 1H), 7.13 (dd,7 = 16,8,2H), 
6.57 (d,7 = 8, lH),5.38(s, 1H), 5.26 (br s, 1H),2.03 (d,7 = 1.6, 3H), 1.28 (s,6H). 

10 EXAMPLE 8 

1 .2-Dihvdro-6-( 3-trifluoromethvlphenvl V2.2.4-trimethvlauinoline fCompound 107. 
structure 4 of Scheme II. where RisS-trifluoromethvlphenvn 
This compound was prepared according to General Method 1 (EXAMPLE 7) from 
Compound 8 (100.0 mg, 0.396 mmol) and commercially available 3- 

1 5 trifluoromethy Ibenzeneboronic acid (97.8 mg, 0.5 1 5 mmol, Lancaster). Compound 107 (2.0 
mg, <1%) was isolated and purified by reverse phase high pressure liquid chromatography 
(HPLC) (ODS, 80% methanol/water, 3.0 mL/min). Data for Compound 107: *H NMR 
(400 MHz, acetone-de) 7.86 (d, 7=8, 1H), 7.85 (s, 1H), 7.60 (dd, 7 = 16, 8, 1H), 7.54 (d, 
7=8, 1H), 7.38 (d, 7=2, 1H), 7.32 (dd, 7 = 8, 2, 1H), 6.61 (d, 7=8, 1H), 5.40 (s, 1H), 

20 5.40 (s, 1 H), 2.78 (s, 3H), 1 .30 (s, 6H). 

EXAMPLE 9 

1.2-Dihvdro>2^.4-trimethvl-6-(4 -nitrophenvnouinoline (Compound 108. structure 4 of 
Scheme II. R 1 =4-nitrophenvl) 

25 f 1 -rgrr-Butvloxvcarbonvl- 1 .2-dihvdro-2 .2.4-trimethvl-6-Quinolinvnboronic acid (Compound 
2): A 25 mL r.b. flask, equipped with a magnetic stirring bar, was charged with Compound 
8 (3.765 g, 10.67 mmol) under N2- The oil was dissolved in 1 1 mL THF (anhydrous) and 
cooled to -78°C. rerr-Butyllithium (12.6 mL, 21 .4 mmol, 1 .70 M) was added by syringe 
over a period of 10 min (maintaining temperature below -70°C) turning the reaction mixture 

30 from pale yellow to bright yellow. The reaction was allowed to continue at -75°C until all 
of the starting material had been consumed as judged by TLC (15% ethyl acetate/hexane). 
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Trimethyl borate (1.22 g, 1.33 mL, 1 1.7 mmol. 1.1 equiv) was added by syringe over 5-10 
minutes (temperature between -70°C and -65°C). The reaction was monitored by TLC. 
Upon completion, the product mixture was quenched with saturated NH4CI (200 mL). 
Addition of ethyl acetate (200 mL) partitioned the mixture into 2 phases. The organic phase 
was washed with saturated NH4CI (100 mL) and brine (100 mL). The combined aqueous 
layers were extracted with ethyl acetate (100 mL). The organic layers were combined and 
dried (Na2S04). The crude mixture was applied to a small column containing 200 mL 
silica and 15% ethyl acetate/hexane. The higher R/ impurities were eluted with 2 L of 10% 
ethyl acetate/hexane. The boronic acid, Compound 9, was eluted with 500 mL ethyl acetate 
followed by 750 mL ethanol to provide 1 .483 g (44%) of Compound 9. Data for Compound 
9: *H NMR (400 MHz, acetone^) 7.73 (d, J m 1.2, 1H), 7.66 (dd, 7=8, 1.2, 1H), 7.13 
(d,J = 8, lH),5.49(s, lH),2.01(d,J = 1.6, 3H), 1.50 (s, 9H), 1.46 (s, 6H). 

General Method 2: biarvl c oupling of an arvlbromide and n-terr-butvloxvcari>onvl-L2- 
1 5 dihvdro>2.2.4->trimeth vl>6-quinolinvnboronic acid (Compound 9): A 25 mL recovery flask 
equipped with a magnetic stirring bar, was charged with aryl bromide (1 .0 equiv, 0. 1 M in 
toluene). Tetrakis(triphenylphosphine)palladium (0.03-0.1 equiv), Compound 9 (1.0 equiv, 
0. 1 M in ethanol) and K2CO3 (2.0 equiv, 2.0 M) were added to the reaction flask 
sequentially under a nitrogen atmosphere. A reflux condenser was fitted to the flask and the 
20 cloudy reddish solution was stirred rapidly and heated to reflux for about 4 h until the 
starting material had been completely consumed as judged by TLC (15% ethyl 
acetate/hexane). The product mixture was then cooled to room temperature and quenched 
with saturated ammonium chloride (4-5 mL). Ethyl acetate (5 mL) was used to partition the 
mixture. The organic layer was rinsed with saturated ammonium chloride (2x5 mL). The 
25 aqueous layers were back extracted with ethyl acetate (5 mL). The organic layers were 
combined, dried (Na2SC>4), and concentrated. A solution of the crude product in 
dichloromethane (0.1-0.3 M) was cooled to -20°C (ice/acetone) and treated with 
trifluoroacetic acid (10-40 equiv). Stirring was continued for 5-15 min and the reaction 
mixture was treated with excess saturated NaHC(>3. The product was extracted with ethyl 



5 
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acetate (3 x). The extracts were washed with saturated NaHCC>3 (3 x), combined, dried 
(Na2S04>, concentrated, and purified as indicated 

1.2>Dihvdro-2,2.4-trimethvl>6-f4 -nitrQDhenv]>Quinoline (Compound 108, structure 4 of 
Scheme II where R 1 =4-nitrophenv]): This compound was prepared according to General 
5 Method 2 from Compound 9 (36.6 mg, 0.1 15 mmol) and commercially available 
bromonitrobenzene (19.4 mg, 0.96 mmol, Aldrich). Compound 108 was isolated and 
purified by recrystallization from hexane to afford 9.4 mg (38%) of Compound 108. Data 
for Compound 108: *H NMR (400 MHz, CDC1 3 ) 8.23 (dd, 7=8, 1.6, 2H), 7.65 (dd, J = 
8,2,2H),7.33(d,/ = 2. 1H),7.31 (dd, 7 = 8. 2.4, 1H), 6.51 (d,7 = 8, 1H), 5.38 (s, 1H), 
1 0 3.94 (br s, 1 H), 2.06 (d, J = 1 .2, 3H), 1 .33 (s, 6H). 

EXAMPLE 10 

6-f 2.3-Dichlorophenvl V 1 .2>dihvd ro-2.2.4>trimethvlauinoline (Compound 109. structure 4 
of Scheme II. where RU2.3-dichlonophenvn 
15 This compound was prepared according to General Method 2 (EXAMPLE 9). From 

Compound 9 (68.0 mg, 0.21 mmol) and commercially available 2,3-dichlorobromobenzene 
(40.1 mg, 0.18 mmol, Lancaster) was obtained a crude product which was isolated and 
purified by reverse phase HPLC (ODS column, 97% methanol/water, 3.0 mL/min) to afford 

20 mg (29%) of Compound 109. Data for Compound 109: *H NMR (400 MHz, CDCI3) 
20 7.39 (dd, 7=8, 1.6, 1H), 7.19 (dd, J = 16, 8, 1H), 7.23 (dd, J = 4, 1 .6, 1H), 7.1 1 (d, J = 
1.6, 1H), 7.05 (dd,7= 8, 1.6, lH),6.46(d, /= 8, 1H), 5.34 (s, 1H), 3.82 (brs, 1H), 1.99 
(s,3H), 1.32 (s,6H). 

EXAMPLE 11 

25 1 .2-Dihvdro-6-( 2-hvdroxvcarbonvl^nitrophenvl V 2.2.4-trimethvlauinoline (Compound 
110. structure 4 of Sch eme II. where RU2-hvdroxvcarbonvl^nitroDhenvl) 
This compound was prepared according to the General Method 2 (EXAMPLE 9). From 
Compound 9 (68.0 mg, 0.21 mmol) and methyl 2-bromo-5-nitrobenzoate (446.6 mg, 1 .72 
mmol), 712 mg (92%) of the coupled quinolinylmethylester was obtained. A portion, 481 

30 mg (1 .06 mmol), of this intermediate was hydrolyred using potassium hydroxide ( 1 49 mg, 
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2.6 mmol) in refluxing 4: 1 methanol/water over a period of 3 h. The hydrolyzed product 
was isolated by extraction with ethyl acetate. The crude product was purified by SGC (200 
mL silica. 30% ethyl acetate/hexane to 50% ethyl acetate/hexane) to afford 490 mg (guant) 
ofN-rm-butyloxycarbonyl-U^hyd^ 
5 trimethylquinoline. N-rerr-butyloxycarix>nyl-U^ihydrc^2-hydroxycarbonyl-4- 
nitrophenyl>2^,4-trimethylquinoline (49.0 mg, 0.1 1 mmol) was then treated with 
trifluoroacetic acid (0.34 mL, 4.5 mmol) to remove the terr-butyl carbonate group (1-5 
minutes, 0°C). The quenched reaction mixture was purified by silica gel chromatography 
(SGC) (50 mL silica, 40% ethyl acetate/hexane) to afford 1 .2 mg «1 %) of Compound 110. 
10 Data for Compound 110: 1h NMR (400 MHz, acetone-d 6 ) 8.43 (d. J = 2.4. 1H), 8.33 (dd. 
/= 8.2.4. 1H). 7.72 (d,/= 8, 1H), 7.08 (d,J = 2. 1H), 7.02 (dd, J = 8, 2. 1 H). 6.57 (d, J 
= 8. 1H), 5.62 (br s. 1H). 5.41 (s. 1H). 1.96 (d. J = 2.4. 3H). 1 .28 (s, 6H). 

EXAMPLE 12 

15 6-f3 . 4-Dichlorophen Y )Vl ■? r -rtihV(lro-2,2,4-trimethvlnninolin e fPnmp nnnH ni stmrm„. ± »f 
Scheme IT. wh^ Rl=3.4-dirh 1 oro phenvn 

This compound was prepared according to General Method 2 (EXAMPLE 9). From 
Compound 9 (78.4 mg, 0.25 mmol) and commercially available 3,4-dichlorobromobenzene 
(56.7 mg, 0.25 mmol, Lancaster) was obtained a crude product which was isolated and 
20 purified by preparative thin layer chromatography (PTLC) ( 1 000 um, 1 0% ethyl 

acetate/hexane) to afford 22 mg (28%) of Compound ill. Data for Compound 111: 1h 
NMR (400 MHz, acetone-d 6 ) 7.73 (s, 1H), 7.52 (d. J = 1 .2, 2H), 7.32 (d, J = 2. 1H), 7.26 
(dd, J= 8,2, 1H), 6.57 (d, J = 8, 1H). 5.42 (br s, 1H), 5.37 (s. 1H), 2.03 (d, J = 1.2, 3H), 
1.27 (s,6H). 

25 EXAMPLE 1? 

4»EthYl-l,2-dihydrr>-? 2-dimethvl-6-nhenvlQuinn1inP. r C omnonnrt 11* structure 13 n f 
Scheme IT. wft pre Rl=phen vl. R2 =me ftyn 

Alrert-ButyloxYcarbonvH 2-dihYdro-2.2-dimethvl.4-hvrfm,v m et hv».fUp h^v | g ujnpJing 
(structure 11, where R*=pheny)V A solution of /V-tert-butyloxycarbonyI-U-dihydro-2^,4- 
30 trimethyl-6-phenyl quinoline (structure 10. where R'sphenyl) (310 mg. 0.888 mmol) and 
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selenium dioxide (345 mg, 3. 1 1 mmol) in 17 mL of dioxane was heated to reflux for 3 h. 
The reaction mixture was quenched with 1:1 NaS203 (10%) / Na2HC03 (10%), extracted 
with dichloromethane, dried (MgS04), and the organic phase was concentrated in vacuo. 
Purification by flash chromatography (silica gel, hexane/ethyl acetate, 4: 1) gave 212 mg of 
5 the intermediate aldehyde along with 75 mg of the desired alcohol of structure 11, where 
Rj=phenyl. The aldehyde was treated with sodium borohydride in 25 mL of methanol at 
0°C After 1 h at 0°C t the reaction mixture was quenched with water, extracted with ethyl 
acetate and concentrated in vacuo to give an oil that was purified by flash chromatography 
(silica gel, hexane/ethyl acetate, 4:1) providing structure 11, where R'=phenyl (240 mg, 
10 84%). *H NMR (acetone d6) 7.68 (d, 7=9, 2H), 7.61 (d, J = 1 .8, 1H), 7.47 (dd, J = 6.2, 
1.8, IH),7.41 (d,/ = 6.4, 2H), 7.29 (m,2H), 5.80 (s, 1H), 4.51 (d,J= 6.8, 2H),4.12 (t, J 
= 6.8, 1H), 1.52 (brs, 15H). 

Al/err-Butvloxvcarix>nvl^bromoinethvl- 1 .2-dihvdro-2.2-dimethvl-6-phenvl quinoline 
1 5 (structure 12. where RlsphenvH: To a solution of N-tert-buty loxycarbonyl- 1 ,2-dihydro-2,2- 

dimethyl-4-hydroxymethyl-6-pheny!quinoline (structure 11, where R* = phenyl) (230 mg, 
0.630 mmol) and carbon tetrabromide (220 mg, 0.662 mmol) in 5 mL of dichloromethane at 
0°C was added triphenylphosphine (174 mg, 0.662 mmol) in 2 mL of dichloromethane. The 
reaction mixture was allowed to warm to it and stirred for 1 h. The mixture was 
20 concentrated in vacuo to a residue that was subjected to flash chromatography (silica gel, 

hexane/ethyl acetate, 9:1) to give structure 12, where R l =phenyl (72 mg, 27%) . *H NMR 

(acetone d6) 7.67 (m, 3H), 7.52 (dd, J = 8.7, 2.1, 1H), 7.45 (t, 2H), 7.32 (m, 2H), 6.07 (s, 
1H), 4.60 (s, 2H), 1.55 (s, 6H), 1.53 (s, 9H). 

25 4"Ethvl-1.2-dihvdn>2,2«dimethvl-6-phenvlquinoline (Compound 112. structure 13 of 

1 2 

Scheme II. where R =phenvl. R =methvD: To a solution of ^-/ert-butyloxycarbonyl-4- 

bromomethyM,2-dihydro-2^-dimethyI-6-phenylquinoline (structure 12, where R *=phenyl) 
(20 mg, 0.047 mmol) and copper (I) iodide (4 mg, 0.02 mmol) in 1 mL of anhydrous ether at 
0°C was added MeMgBr (0.060 mL, 3 M in ether). After 30 min of stirring at 0°C, the 
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reaction mixture was quenched with saturated NH4CI and extracted with ethyl acetate. The 
organic layers were combined, dried (Na2S04) and concentrated in vacuo to provide an oil 
which was purified by SGC (silica gel, hexane/ethyl acetate. 9: 1) giving N-tert- 
butyloxycarbonyl-4-ethyl- 1 ^Klihydro-2,2-dimethyl-6-phenylquinoIine ( 1 6 mg, 91 %) . *H 
5 NMR (acetone-d6) 7.65 (d, J = 8.7, 2H). 7.5 1 (dd, J = 8.0, 1 .7. 1H), 7.29 (m, 2H), 7.43 
(m. 3H), 5.56 (s. 1H), 2.55 (q, J = 8.9, 2H), 1.51 (s, 6H), 1.57 (s, 9H), 1.19 (t, J = 8.9, 3H). 
To a solution of ^-terr-butyloxycarbonyl-4-ethyl-l^ihydro-2^-dimethyl-6- 
phenylquinoline (16 mg, 0.044 mmol) in 1 mL of dichloromethane at 0°C was added 0.3 mL 
of trifluoroacetic acid. After 10 min of stirring, the reaction was quenched with saturated 

10 NaHC03, and extracted with dichloromethane. The organic layers were combined, dried 
(Na2S04) and concentrated in vacuo to provide an oil that was purified by SGC (silica gel, 
hexane/ethyl acetate, 7:3) to provide 3 mg (25%) of Compound 112. Data for Compound 
112: lHNMR(acetone-d 6 ) 7.55 (d, 7= 8.6. 2H), 7.37 (m, 3H), 7.23 (m, 2H), 6.59 (d, J = 
8.26, 1H). 5.38 (s.IH). 3.76 (s. 1H). 2.48 (q, J = 7.4. 2H). 1.29 (s. 6H). 1.17 (t, J = 7.4. 

15 3H). 

EXAMPLE 14 

l^-Dihyd^^-dimethvl-e-Dhenvl-^pmp vlauinoline (Compound 1 13. structure 13 nf 
Scheme II. whp^ Rl=phenvl. f^-rthyl) 

20 To a solution of /^rm-butyloxycarbonyl-4-bromomethyl- 1 ,2-dihydro-2,2-dimethyl-6- 
phenyl quinoline (structure 12, where R'=phenyl) (20 mg, 0.047 mmol) and copper (I) 
iodide (4 mg, 0.019 mmol) in 1 mL of anhydrous ether at 0°C was added EtMgBr (0.06 mL, 
3M in ether). After 30 min of stirring at 0°C, the reaction mixture was quenched with 
saturated NH4CI and extracted with ethyl acetate. The organic layers were combined, dried 

25 (Na2S04), and concentrated 61 vacuo to provide an oil that was used directly in the next 
step. To the crude quinoline (20 mg, 0.053 mmol) in 1 mL of dichloromethane at 0°C was 
added 0.3 mL of trifluoroacetic acid. After 1 0 min of stirring, the reaction was quenched 
with aqueous saturated solution of NaHC03 and extracted with dichloromethane. The 
organic layers were combined, dried (Na2S04) and concentrated in vacuo to provide an oil 

30 that was chromatographed (silica gel, hexane/ethyl acetate, 7:3) to give Compound 113 (9 
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mg, 61%). Data for Compound 113: *H NMR (acetone-d6) 7.53 (m, 2H), 7.40 (m, 3H), 
7.24 (m, 2H), 6.58 (d, J = 8.14. 1H), 5.38 (s, 1H). 3.76 (s, 1H), 2.45 (t, J = 7.40, 2H), 1 .60 
(sx, J = 7.39, 2H). 1.29 (s, 6H), 0.99 (t, J = 7.27, 3H). 

5 EXAMPLE 15 

6-f 2-Chlorophe nvn- 1 .2-dihvdro-2.2.4-trimethvlquinoline (Compound 114. structure 4 of 
Scheme II. where Rl=2-chlorophenvn 

This compound was prepared according to General Method 2 (EXAMPLE 9). From 
Compound 9 (48 3 mg, 0.15 mmol) and commercially available 2-chlorobromobenzene 
10 ( 1 7.8 mL, 0. 1 5 mmol, Lancaster) 1 5 mg (34%) of Compound 114 was isolated. Data for 
Compound 114: *H NMR (400 MHz, acetone-d6) 7.45 (dd, 7=8, 1.2, 1H). 7.36 (dd, J = 
8,2, lH).7.33(ddd,/= 16,8, 1.2, 1H). 7.23 (ddd,/ = 16,8,2, 1H).7.11 (d,/= 2, 1 H), 
7.03 (dd, 7 = 8,2, 1H), 6.53 (d. 7=8, 1H), 5.35 (s, IH), 5.31 (br s, 1H). 1 .97 (d, 7 = 1 .6. 
3H), 1.28 (s,6H). 

15 

EXAMPLE 16 

l t 2-Dihydro-2.2.4-trimethvlindenof2.1-/lQuinoline (Compound 116. structure 17 of Schema 
IV. where Rl-6=H.X=CH^ 

General Method 3: 1.2-dihvdroquinoline formation from an aniline: To a dry 500-mL r.b. 

20 flask equipped with a magnetic stirring bar and a water cooled reflux condenser was added 
structure 15 along with 12 (0.05-0.2 equiv) dissolved in acetone (0.1 -0.5 M). The resulting 
red solution was heated at reflux with constant stirring for 60 h. The reaction was followed 
by TLC (hexane/EtOAc, 3:1, visualized by short wave UV, the product appearing as a bright 
blue spot). After cooling to room temperature, Celite™ (2.0 g) was added and the mixture 

25 was concentrated under reduced pressure to give a free flowing powder which was purified 
by flash column chromatography (70 g silica gel 60, 240 mesh, hexane/EtOAc, 5:1) to 
afford a mixture of isomers of structures 16 and 17. 



30 



1.2-Dihvdro-2.2.4-trimethvlindenor2.1 -r1ouinoline (Compound 116. structure 17 of Scheme 
IV. where R 1 '°=H. XsCH?* This compound was prepared according to General Method 3 
from structure 15 (where R 1 " 6 ^, X=CH2) (5.0 g, 27 mmol) to afford a mixture of 
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Compound 115 (structure 16 of Scheme IV, where r!-6=h, X=CH2)(1.64 g, 22.7%) and 
Compound 116 (336 mg, 4.65 %) in an 85:15 ratio (as determined by *H NMR). Data for 
Compound 116: Rf= 0.57 (silica gel, hexane/EtOAc, 3:1). ! H NMR (400 MHz, C6D6) 
7.62 (d, J = 8.0, 1H), 7.45 (d, J = 8.0, 1H), 7.28 (d,7 = 7.3, 1 H), 6,31 (d, J = 8 0, 1H), 
5 5.19(s, 1 H), 3.74(s, 2 H), 3.28 (brs, 1 H), 1.98(d,7 = 1.2,3H), 1.08(s,6H). 

EXAMPLE 17 

8-Bromo-l , 2-dihYdrO-? ? 4-trimethvlindenori.2-g1 OU innl™ r Comoounri 1 17 
of Scheme TV where R2-4 B 6= H R 5 =Br ya=rH ^ 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 
structure 15 (where RH r6=H, R 5 =Br, X=CH 2 ) (2.0 g, 7.7 mmol) to afford 376 mg 
(49%) of Compound 117 as a rose colored solid (along with Compound 127, Example 18). 
Data for Compound 117: Rf= 0.53 (silica gel, hexane/EtOAc, 3:1). »H NMR (400 MHz, 
C6D 6 ) 7.38 (m. 3H), 617 (s. 1H), 5.15 (s. 1 H), 3.34 (s. 2 H), 3.27 (br s, 1 H). 1.93 (d, J 
15 = 1.0, 3 H), 1.08 (s, 6 H). 

EXAMPLE 18 

7-Bromo-l , 2-diMm-? ? 4-trimethvlindenof21-/1 0 uinnlin. ^ omno,,»H 177 ~ructure 17 nf 
Scheme IV. wh^ R 1 -4, r6 =H tt 5 =Br Y=TH 2 > 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 
stnicture 15 (where RK R 6»h, R 5 =Br, X=CH 2 ) (2.0 g, 7.7 mmol) to afford a mixture of 
Compounds 117 and 127. Purification by silica gel chromatography afforded pure 117 (376 
mg, 49%) (EXAMPLE 17) and mixed fractions containing 117 and 127. Compound 127 
was purified by reverse phase HPLC (ODS column, 95% methanol/water, 3.0 mL/min). 
25 Data for Compound 127: Rf = 0.53 (silica gel, hexane/EtOAc, 3: 1); lH NMR (400 MHz, 
C6D 6 ) 7.38 (d, J = 8.3, 1 H), 7.3 1 (s, 1 H), 7.29 (d, J = 8.0, 1 H), 7.19 (d, 7 = 8.0, 1 H). 
6.25 (d,J =8.1, 1 H), 5.16 (s, 1 H), 3.52 (s, 2 H), 3.32 (br s, 1 H), 1 .91 (d, J = 1 .4. 3 H), 
105 (s, 6 H). ' . 



20 
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EXAMPLE 19 

1 2-nihvdrn-2 2.4-tri methvn>enzorblfuranor3.2-g1auinoline (Compound 118. structure 16 nf 
SgfeflUfeg where R2-6=R X=Q) 

This compound was prepared according to General Method 3 (EXAMPLE 1 6) from 
5 structure 15 (where R 1_6 =H, X=0) (1.0 g, 5.5 mmol) to afford Compound 118 (264 mg, 
18.4%) as a yellow solid, and Compound 119 (936 mg, 65%) as a clear colorless oil. Data 
for Compound 118: Rf= 0.44 (hexane/EtOAc, 3:1); *H NMR (400MHz, C6D6) 7.61 (d, J 
= 6.9, 1H), 7.56 (s. 1 H), 7.41 (d,7 = 8.0, 1H), 7.13 (m, 2 H), 6.38 (s. 1 H), 5.12 (s, 1 H), 
3 .28 (br s, 1 H), 1 .91 (s, 3 H), 1.05 (s. 6 H). 
10 EXAMPLE 20 

1.2-Dihvdro-2.2.4-trimethvlbenzorb1furanor2.3-r1ouinoline (Compound 119. structure 17 of 
Scheme TV where Rl-&=H. X=Q1 

This compound was prepared according to General Method 3 (EXAMPLE 1 6) from 
structure 15 (where R 1_6 =H, X=0) to afford Compound 118 (264 mg, 1 .00 mmol, 18.4%) 
15 as a yellow solid and Compound 1 19 (936 mg, 3.55 mmol, 65. 1%) as a clear colorless oil. 
Data for Compound 119: Rf= 0.44 (silca gel, hexane/EtOAc, 3:1); l H NMR (400 MHz, 
C6D6) 7.63 (dd, J = 7.4, 1.5, 1 H), 7.41 (d, J = 8.2, 1 H), 7.35 (d, J - 7.3, 1 H), 7.1 1 (m, 

2 H), 6. 19 (d, J = 8.4, 1 H), 5.11 (s, 1 H), 3.38 (br s, 1 H), 2.49 (d, J = 1.2, 3 H), 1.06 (s, 6 
H). 

20 

EXAMPLE 21 

6-Fluoro-1.2-(iihvdro-2.2.4-trimethvlindenof2.1-/lquinoline (Compound 120. structure 17 of 
Scheme IV. whe re Rl-S=R R6=R X=CH ? ) 

This compound was prepared according to General Method 3 (EXAMPLE 1 6) from 
25 structure 15 (where R l - 5 =H, R^F, X=CH2) (1.0 g, 5.0 mmol) to afford 248 mg (18%) of a 
mixture of Compounds 120 and 121. Pure samples of Compounds 120 and 121 were 
obtained by preparative thin layer chromatography (PTLC) (1000 urn, hexane/EtOAc, 9: 1 ). 
Date for Compound 120: Rf = 0.70 (hexane/ EtOAc 3: 1); *E. NMR (400 MHz, CoD6) 
7.38 (d, J - 8.0, 1 H), 7.29 (d, J - 7.5, 1 H), 7.09 (dd, J — 8.1, 5.3, 1 H), 6.8 (dd, J = 8.6, 
30 8.6, 1 H), 6.26 (d, J = 8.0, 1 H), 5. 13 (s, 1 H), 3.81 (s, 2 H), 3.32 (br s, 1 H), 1 .88 (d, J = 
1.2, 3 H) 1.05 (s. 6 H). 
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EXAMPLE 22 

^uoro-l^-dihydro-Z^^trimetlivlindCTiof 1 7-^m.inoline [CgmBQund 121 structure I* 
of Scheme IV. where r2-5 =h r6 =F y=f ^ 

This compound was obtained as described above for Compound 120 (EXAMPLE 2 1 ). Data 
for Compound 121: Rf = 0.71 (silica gel, hexane/EtOAc, 3:1); lH NMR (400 MHz, 
C6D 6 ) 7.48 (s, 1 H), 7.25 (d, J = 7.4, 1 H). 7.07 (dd, J = 7.8, 5.4, 1 H). 6.80 (dd. J 1 8.7, 
8.7, 1 H), 6.13 (s, 1 H), 5.15 (s, 1 H), 3.63 (s, 2 H), 3.28, (br s, 1H), 1.93 (d, J = 1.2. 3 H) 
1.09 (s, 6 H). 

EXAMPLE 2^ 

J,2-DihYdro-9-hYd ro xymf^^ 
Scheme V) » 

Methyl 1 1 2-dihvdrp-2 , 2,4.trim P th Y |indenori ,7-elmiinoline.O^rhnv Y i ate , xtrn „ n ^ i* nf 
Scheme IV where R 2-5 =H | rS^q^ ^ eompound was prepared 

according to General Procedure 1 from methyl 2-aminofiuo re no-8-carboxylate to afford 872 
mg (65%) of methyl U^hyd»t>-2.2,4-trin^mylindeno[l,2-gJ q uinoline-8^arboxylate 
(structure 16 of Scheme IV where r2-5 =H . r6=co 2 CH 3 . X=CH 2 ) as an off white solid. 
Data for methyl l^ihydro-2A4-trimemylindeno[l,2-g]quinoline-9w:artK>xylate: lH 
NMR (400 mHz, CfiDfi) 8.03 (d. J = 7.8, 1 H), 7.56 (d, J = 7 .4. 1 H,), 7.50 (s. 1 H.), 7.20 
(dd. J = 15. 7.5. 1 H). 6J2 (s, 1 H), 5.17 (s. 1 H), 4.28 (s. 2H). 3.55 (s, 3H). 1.97 (d, J = 
1.3.3H), 1.10(s,6H). 

1.2-DihYdrO-9-hydrOXVlm«»thvl-7 •2.4-mmethvHnH^ Q r 1 ,2-Pln„in»H^ ( Cnmpn.. r H 1W 

Scheme V) : In a r.b. flask equipped with a magnetic stirring bar was dissolved methyl 1 ,2- 
dihydro-2,2,4-rtmemyIindenotU-g]quinoline-9^arboxylate(23mg,72.1 umol) in lOmL 
dry THF. The solution was stirred at -78°C for 10 min and DIBA1-H (1.0 M in hexanes; 
0.43 mL, 6 equiv) was slowly added. After stirring for 20 min the reaction was quenched 
with Na 2 SO 4 10H 2 O (100 mg) and the solution was warmed to rt, at which time the 
reaction mixture became a white gelatinous suspension. The suspension was filtered and 
washed repeatedly with EtOAc. The washings and filtrate were combined and concentrated 
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in vacuo to give 1 0 tng (49%) of Compound 122 as a white solid. Data for Compound 122: 
R f = 0.23 (silica gel, hexane/EtOAc, 3:1). *H NMR (400 MHz, acetone-d6) 7.55 (d, J = 
7.4, 1H), 7.50 (s, 1H); 7.26 (dd, J = 15, 7.5, 1H); 7.18 (d, J = 7.4, 1H); 6.73 (s, 1H); 5.36 
(s, 1H); 5.21 (s, 1H); 4.72 (d, J = 5.8, 2H); 4.06 (dd, J = 1 1.4, 5.7, 1H); 3.20 (s, 2H); 2.78 
5 (s,3H);1.28(s,6H). 

EXAMPLE 24 

8-Chloro-l_2^ihvdn>-2 2,4-tri^ (Compound 123. structure 16. 

Scheme IV. whe re 1*2-4 r^r RS^q. X=CH?) 

10 2-Amino-7-chlorofluorene (s tructure IS. Scheme IV. where R^.R^K R$=CL X=CH?V 
A 100 mL round-bottom flask was charged with structure 14 (where, R^R^H, R 5 =C1, 
X=CH2) (496 mg, 2.02 mmol) and methylene chloride (20 mL) and 10% Pd/C (0.5g) was 
added to the solution. The reaction vessel was flushed with nitrogen and stirred under an 
atmosphere of hydrogen overnight (-15 hours), at which time the starting material was 

1 5 completely consumed as judged by TLC (50% ethyl acetate/hexane). The flask was flushed 
with nitrogen before exposing the mixture to air. The product mixture was diluted with ethyl 
acetate (50 mL) and washed with brine (3 x 30 mL). The organic layers were combined, 
dried (NaiSCX*), and concentrated. The crude product, structure IS (where r1-4,r6=h, 
R 5 =C1, X=CH2X400 mg, 92%), was used in the next step without purification. 

20 

8^hloro>1.2Hlihvdro-2,2.4-trimethvlindenofl.2"g p ]qumoline (Compound 123. structure 16. 
Scheme IV. where R 2 " 4 . R&=H. R S =C1. X*=CH9* This compound was prepared according 
to General Method 3 (EXAMPLE 16) from structure 15 (where R^R^H, R 5 =Cl, 
X=CH2X400 mg, 1 .85 mmol) and acetone (60 mL, Aldrich reagent grade) to afford 
25 Compound 123 and structure 17, where R 2 -4r6=h, R 5 =C1, X=CH2. Purification by PTLC 
(reverse phase, 80% methanol/water) provided 1 .8 mg (<1%) of Compound 123. Data for 
Compound 123: *H NMR: (400 MHz, acetone-d6) 7.59 (d, J - 8, 1H), 7 46 (s, 1H), 
7.39 (d, J = 2, 1H), 7.24 (dd, J - 8, 2, 1H), 6.67 (s, 1H), 5.35 (s, 1H), 5.26 (br s, 1H), 
3.71 (s, 2H), 1.98 (s, 3H), 1.24 (s, 6H). 

30 
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EXAMPT.F. 
Scheme TV where r2^ r 6 =H r 5 =F y-rw.») 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 2 
5 anuno-7-fluorofluorene (structure 15, where RM R 6=H, RS=f. X=CH 2 ) (100 mg, 500 
,mol) to aflbrd 43 mg pi*) of a mixture of Compound 124 and structure 17, where Rl- 
* -H. R -F. X=CH 2 . in a 9: 1 ratio. A small aliquot of this mixture was dissolved in 

/H 2 0.5.,)tog I veCom P oundl24asabrownsolid. Data for Compound 124: Rf=059 
(M hexane^EtOAc, 3:1). Hi NMR (400 MHz, C6 D 6 ) 7.43 (s. 1 H). 7.24 (n, 1 H) 
6 96 ^ 2 * 6 21 * 1 * 518 h " H). 3-3S (s, 2 H). 1.96 (s. 3 H), 1 . 1 1 (s, 6 H). 

EXAMPI F re 

^'^u^m^^^.^^ , 

SthmHV,wt.rrrR3-t|.6.H .5^^ g~ IS — 

M « ^r"^ Compos . ,5 (EXAMPLE 

31°*,° " ' ■ nTO,,) h < 3 »*>• *s sohnion was add* ^ ^ 

^dy^oopL, ..s^iv). n.«-ta«ta„«. lfc-trl0-Ii-ld 

mg) ,« added. ». r «^ on was foaowed by 7T.C (hex^e/EtOAc. 3: ,. visuaUzed „, 

"*> ^ 30 ^ - - wnh „ 2 o (10 mL X sd J 

for 2 h, then extracted with EtOAc (2 x 20 mL), washed with brine (2 x 20 mL) dried 
CN.2SD4). «d eonee*r«ed on Cdhe™. mrincrfon by (Ush eotumn oncograph, (20 
g «bea gd 60. 240 me* hexar^tOA, 5:„ p^ded 3.7 mg («V.) ofCotnpol ,25 1 a 
bghtydiowsolid. Dau for Compound 125: R, = 0.59 (snc. ge,. hex^tOAc 3 ,) .„ 
NMR (400 MHz, Cr>D6) S.06 (a. , H). 7.94 (d. , - 8.0, 1 H), 7.53 (s, I H) 7 4fi (d y - 
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EXAMPLE 27 

6-Fluoro-l^-dihvdro-2.2.4-trim ethvlindenori.2-glQuinoline rCompound 126. str ucture 16. 
Schome TV where r2r4-6 =H . r3=F. X=CH?> 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 2- 
5 amino-S-fluorofluorene (structure 15, where r2,r4-6 = h, R 3 =F, X=CH2) (360 mg, 1 .72 
mmol) to afford 125 mg (26%) of Compound 126 as a light brown solid. Data for 
Compound 126: Rf = 0.63 (silca gel, hexane/EtOAc. 3:1); *H NMR (400 MHz, acetone- 
do): 7.55 (s, 1 H), 7.25 (d, J = 73, 1 H), 7.12 (m, 1 H). 7.02 (d, J = 10, 10. 1 H) 6.73 (s, 1 
H), 5.39 (s, 1H). 3.81 (s, 2 H) 2.87 (s, 3 H), 1.28 (s, 6 H). 

10 

EXAMPLE 28 

1.2-Dihvdro-2.2.4-t rimethv»-7-nitroindenor2.1-/louinoline f Compound 128. structure 17. 
Scheme IV. where R'-4.r6=H. R 5 =NO?. X=CH?) 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 2- 
1 5 amino-7-nitrofluorene (1 00 mg, 0.44 mmol) to afford 2 mg (2%) of Compound 128 as a red 
solid. Data for Compound 128: Rf = 0.46 (silica gel, 25% EtOAc: hexane); *H NMR (400 
MHz, acetone-d6) 8.25 (s, 1 H), 8.19 (d, J ■ 7.8, 1 H), 7.80 (d, J = 7.7, 1 H), 7.65 (s, 1 
H), 6.77 (s, 1 H), 5.70 (br s, 1 H), 5.45 (s, 1 H), 3.88 (s, 2 H), 2.10 (s, 3 H), 1.31 (s, 6 H). 

20 EXAMPLE 29 

1.2-Dihvdro-2.2.4-trimethvl-8-nitroindenon.2-g1auinoline (Compound 129. structure 16. 
Scheme IV. where R2-* R6=H. R^NO?. X=CH?> 

This compound was prepared according to General Method 1 from 2-amino-7-nitrofluorene 
(100 mg, 0.44 mmol) to afford 1 .0 mg (<1 %) of Compound 129 as a red solid. Data for 
25 Compound 129: Rf = 0.46 (silica gel, 25% EtOAc: hexane); *H NMR (400 MHz, acetone- 
d6) 8.30 (s, 1 H), 8.19 (d, J = 8.0, 1 H), 7.78 (d. J = 7.7, 1 H). 7.59 (d, J = 7.8. 1 H), 6.70 
(d, J = 7.8. 1 H). 5.70 (br s, 1 H), 5.43 (s. 1 H), 4.26 (s. 2 H), 2.30 (s, 3 H). 1.31 (s, 6 H). 
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20 



25 



30 



EXAMPLE 30 

6,WflMoro.17^ihY^.2 l 2 l 4.rnnirthyH n deno ri, ? .- < >Tnumol i nr fCn m ^ ..^ 

16, Scheme TV where r2 r4-5 = ^ r3 r^f y^ni^ 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 2- 
5 amino-5,8-difluorofluorene (structure 15, where R2 r4-5 =h , R3.R6.F, X =CH 2 ) (460 mg 
2.03 mmol) to afford 94 mg (15%) of Compound 130 as a light brown solid. Data for 
Compound 130: Rf = 0.56 (silica gel, hexane/EtOAc, 3:1); lH NMR (400 MHz C^D 6} 
7.92 (s.lH), 6.68 (ddd. 7= 9.1, 6.3, 3.6, 1 H), 6.49 (ddd, J = 8.5. 6.0, 3.5, 1 H). 6.07 (s 1 
H), 5.09 (s. 1 H), 3.55 (s, 2 H). 1.88 (d. J = 1.1, 1 H ), 1.06 (s, 6 H). 

> 

EXAMPLE 31 

This compound was prepared according to General Method 3 (EXAMPLE^rrlm 2- 
amino-7-fluoro-3-methylthionuorene (structure IS, where Rl=SCH 3 . R2-4, r6 =h R 5 =F) 
(250 mg. 1.17 mmoDto afford 29 mg(7.5%)of Compound 131 (28.6mg.81 umol'. 7 5%) 
as a white solid. Data for compound 131: Rf = 0.55 (silica gel, hexaneTEtOAc. 3:1)- 1 H 
NMR(400mHz,C6D 6 ) 7.78 (s. 1 H).7.19(m. 1 H),6.90(s. 1 H,),6.88(s, ,H).5.44(s. 1 
H).5.22(s, 1 H). 3.54 (s.2H). 2.05 (s.3H). 1.92 (d,y = 1.2.3H). 1.68(s,6H). 

EXAMPI.F. 3* 

5,8.D ? fl M9r o. T ? -dihYd r o. 1 Q. hYdroVY .^ <1 tfmBth y l in(lrnor| ^ m itmUnf ., r 
132. Schema vm 

3,2'-Difluoro-?-hi p hepjc acid (Compound 2.3 , .Scheme yn J ; A flame-dried 50 mL r b flask 
fitted with an air-cooled condenser containing methyl 2-bromo-5-fluorobenzoate 
(Compound 21, Scheme VH) (4.00 g, 17.16 mmol) and 2-iodofluorobenzene (Compound 
22, Scheme VII) (19.05 g, 85.82 mmol, 5.00equiv) was heated to 176»C, at which time 
unactivated copper powder (15.0 g, 236 mmol, 13.8 equiv) was added portion-wise over 40 
m.n as the temperature was gradually raised to 190°C. After an additional 40 min at 190»C 
the mixture was allowed to cool to rt and was filtered through a bed of Celite™ on a fritted-' 
glass funnel, rinsing with 250 mL ethyl acetate. Concentration under reduced pressure 
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afforded an oil which was shown by *H NMR to be composed of the desired Ullmann 
hetero-coupling product, along with some 2,2'-difluorobiphenyl, and a small amount of 
uncoupled methyl 2-bromo-5-fluorobenzoate. This crude product mixture was then 
dissolved in 60 mL THF, and the ester was hydrolyzed by treatment with a large excess of 
5 10% aqueous NaOH at reflux. After 24 h f thin layer chromatography (TLC) analysis 
indicated complete consumption of starting material, and the crude reaction mixture was 
neutralized to pH 4 with 1 N aqueous HC1. The reaction mixture was then extracted with 
ethyl acetate (150 mL), and the organic phase was washed with brine (50 mL), dried 
(Na2S04) f and concentrated. Purification by silica gel chromatography (silica gel, 
10 hexanes/ethy] acetate, gradient elution) afforded 2.64 g (62%) of Compound 23 as a 

colorless, oily solid. Data for 23: *H NMR (400 MHz, CDCI3) 7.76 (dd, J = 9.1,2.2, 
1 H), 7.32 (m, 3H), 7.26 (ddd, J = 9.5, 7.8, 1 .8, 1H), 7. 1 8 (ddd, J = 8. 1 . 7.4, 0.9, 1 H), 7.06 
(dd,7 = 9.5,8.8. 1H). 

15 2.5-Difluorofluorenone (Compound 2 4. Scheme WW. To a flame-dried 100 mL flask 

containing 3,2'-difluoro-2-biphenic acid (Compound 23, Scheme VII) (2.00 g, 8.54 mmol) 
in 12 mL benzene was added SOCI2 (1.25 mL, 17.1 mmol, 2.00 equiv) and the mixture was 
heated to reflux for 90 min. The excess SOCI2 and benzene were removed by distillation at 
ambient pressure. Benzene (6 mL) and CH2CI2 (5 mL) were then sequentially added and 

20 removed by distillation. Anhydrous CH2CI2 (30 mL) was added and the mixture was 

cooled to -78°C. Trifluoroacetic acid (0.76 mL, 8.54 mmol, 1.00 equiv) was then added and 
the mixture was allowed to warm to it overnight. The reaction mixture was poured into 100 
mL ice-water, rinsing with 50 mL CH2CI2. The layers were separated and the aqueous 
phase was extracted with an additional 100 mL CH2CI2 . The combined organic extracts 

25 were washed successively with sat'd aqueous NaHC03, water, and brine, dried (Na2S04), 
and concentrated under reduced pressure to give 1 .85 g (quantitative) of Compound 24 as a 
pale yellow solid. Recrystallization (ethanol) afforded Compound 24 as feathery pale 
yellow needles (mp 149-1 50°C, literature mp 147.5°C [Namkung et al., "Derivatives of 
Fluorene XX, Fluorofluorenes, V, New Difluoro-2-acetamidofluorenes for the Study of 

30 Carcinogenic Mechanisms", /. Med. Chenu 1965, 8, 55 1 -554.]). 
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V-Dif)uoro-2-nitrofluorenone rComoniin,! m gghsine V^y 2,5-Difluorofluorenone 
(Compound 24, Scheme VII) (0.200 g, 0.925 mrool) was added portion-wise to 0.40 mL 
fuming nitric acid at 0°C in a 5 mL round-bottomed flask. The ice bath was removed and 
the reaction mixture was gently heated to 50»C for 2 min with a water bath. The reaction 
5 mixture was then cooled to rt before the addition of 3.5 mL ice-water. The precipitated 
product was collected by vacuum filtration, yielding 232 mg (96%) of Compound 25 as a 
bright yellow solid (mp 207°C, literature mp 207-208»C [Id,]), which was carried on to the 
next step without further purification. 

10 2-Amino^,7-difluorofluorenonerComno,,nri ir> <^h»~- iniy 4 .7-Difluoro-2- 

nitrofluorenone (Compound 25, Scheme VII) (1.00 g. 3.83 mmol) was dissolved in 175 mL 
ethyl acetate and 10% palladium on carbon was added (10 mol%). The mixture was stirred 
under an atmosphere of hydrogen gas maintained by a balloon for 1 05 min, and was then 
filtered to remove the catalyst, rinsing with an additional 150 mL ethyl acetate. Removal of 
5 the solvent under diminished pressure yielded 885 mg (quantitative) of Compound 132 as a 
dark purple-red solid (mp 236°C. literature mp 234-235»C [Id..]). Data for Compound 132: 
1HNMR(400MH Z ,CDC1 3 ) 7.46 (dd./. 8.1,4.5, 1H), 7.29 (d, / = 1.5, 1H). 7.1 1 (dd.7 
= 8.5,6.0. lH).6.79(d,/ = 1.9. IH), 6.42dd,/ = 10.9, 1.9, 1H), 3.99 (br s, 2H). 

5 5 'g-Pifl"pro-l?-dihydm-?7 4^ 

Scheme VI, where R2 rS^ R 3-4 p 6^ H y -C-O ) : This compound was prepared 
according to General Method 3 (EXAMPLE 16) from Compound 132 (1.0 g, 4.6 mmol) to 
afford 5.8-difluoro-1.2-dihydro-2^^ lp 
of Scheme VI. where R2 r5 =f , r 3-4 r^h). Data for 5.8-difiuoro- 1 ,2-dihydro-2,2,4- 
trimethyl-10-oxoindeno[l^]quinoline: Rf = 0.49 (silca gel. hexane/EtOAc, 3:i), 1h 
NMR (400 MHz, acetone-d 6 ) 7.50 (dd, J = 8.1, 4.6, 1 H). 7.27 (m, 2 H), 6.73 (s, 1 H). 6.03 
(brs, 1 H),5.47(s, 1 H). 2.16 (dd. / = 7.1. 1.5.3H), 1.29(s,6H). 

jcture 19 of Scheme Vf ) t< ; 
2 , 2.4-trimeth Y lindenon.2-p1nninolin e fstnicm,* 2 Q of Schem* VIV To a flame dried^T 
mL r.b. flask equipped with a magnetic stir bar was added structure 19 dissolved 
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anhydrous CH2CI2 (0.05-0.1 M). The resulting purple solution was cooled to -78°C and to 
it was added DIBA1-H (1.0 M in hexane, 3-4 equiv) under a blanket of N2. The resulting 
light yellow solution was stirred at -78°C for 30 min and to it was then added an excess of 
NaSO4-10 H2O (10-20 equiv). The resulting suspension was warmed to it during which 
time the solution became a thick white gel. After stirring for 45 min, the gel was partially 
dissolved with EtOAc, filtered, and washed repeatedly with EtOAc. The ethyl acetate 
washes and filtrate were combined and concentrated under reduced pressure to afford 
structure 20. 

5,8-D)fluoro-).2-dihvdr(>-10-hvdroxvl-2.2.4-trimemvlind enori.2-pTniiinoline fComp nunH 
132. Scheme Vm: Compound 132 was prepared according to General Method 4 from 
structure 19 (where R2,R5=F, R3-4, r6- H ) (46 mg, 0.15 mmol) and DIBA1-H (1 .0 M in 
hexane, 0.5 mL, 3.2 equiv) to afford 29 mg (62%) of Compound 132 as an off-white solid. 
Data for Compound 132: Rf = 0.10 (hexane/EtOAc, 3:1); *H NMR (400 MHz, acetone-d6) 
7.54 (dd, J = 8.3, 5.0, 1 H), 7.24 (dd, / = 8.6, 2.3, 1 H). 7.06 (ddd, J = 1 1.3, 9.3, 2.5, 1 H), 
6.68 (s. 1H), 5.63 (br s, 1 H), 5.44 (d. J = 7.9. 1 H), 5.34 (s, 1 H), 4.79 (d, J = 8.0, 1 H), 
2. 16 (dd, J = 6.7, 1 .2, 3 H), 1 .27 (s 3H), 1 .25 (s, 3H). 

EXAMPLE 33 

7.9-Difluoro- 1 .2-dihvdro-2^.4-trimet hvl- 1 0-oxoindenor 1 .2-glauinoline ( CVrnipound 1 35, 
structure 19. Scheme VI. where r2-3.r5- H . r4.r6 = f - x=CC» 
This compound was prepared according to General Method 3 (EXAMPLE 16) from 2- 
amino-6.8-difluoro-9-fIuorenone (750 mg, 3.2 mmol) to afford 29 mg (2.9%) of Compound 
135 as a bright purple solid. Data for Compound 135: Rf = 0.57 (silica gel, hexane/EtOAc, 
3: 1). *H NMR (400 MHz, acetone-d6) 7.46 (s, 1 H). 7.22 (dd, / = 8.5, 1 .9, 1 H), 6.76 (s, 1 
H), 6.68 (ddd, J = 9.6, 5.8, 2.3, 1 H), 5.89 (br s, 1 H). 5.52 (s. 1 H), 2.06 (s, 3 H), 1 .30 (s. 6 
H). 
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EXAMPLE 34 

7.9-Difluoro~l^ihvd^^ (Compound 
133. structure 20. Scheme IV. where r2-3.r5 sH . r4 r ^r X =CHOm 
In a 25 mL r.b. flask equipped with a magnetic stirring bar was dissolved Compound 135 
5 (EXAMPLE 33) (10 mg, 32 pmol) in 6 mL anhydrous CH2CI2. The solution was cooled, to 
-78°C and then DIBALH (0.5 mL, 1.0 M in hexanes) was added. The solution was stirred 
for 30 min, and then Na2S04- IOH2O (1 50 mg) was added. Upon wanning to rt, the 
suspension congealed to a viscous white gel which was washed with ethyl acetate (4 x 30 
mL) and concentrated to afford 9.3 mg (92%) of Compound 133 as an off-white solid. 
1 0 Data for Compound 133: *H NMR (400 MHz, C6D6) 7.40 (s, 1 H), 7.09 (dd, J = 8.7, 2. 1 , 
1 H). 6.84 (s, 1 H), 6.55 (ddd, J = 10, 5.7, 2.0, 1 H), 5.65 (s, 1 H), 5.31 (s, 1 H), 4.54 (d, / 
= 8.5, 1 H), 2.00 (d, J = 1.0, 3 H), K28 (s, 3 H), 1.26 (s, 3 H). 

EXAMPLE 35 

15 7. 1 0-Diflu oro- 1 .2-dihvdn>2.2.4-trimeth vl-5-oxoindenor2. 1 -flqui nol ine f Compound 134. 
structure 17 of S cheme IV. where R2 r5 = r r1. r2-4, r6-h. X=C=m 
This compound was prepared according to General Method 3 (EXAMPLE 16) from 2- 
amino-4,7-difluoro-9-fluorenone (Compound 132, Scheme VII) (1 .0 g, 4.6 mmol) to afford 
22 mg ( 1 .6%) of Compound 134 as a purple solid. Data for Compound 134: Rf = 048 

20 (silica gel, hexane/EtOAc, 3: 1 ); *H NMR (400 MHz, acetone-d6) 7.47 (m, 1 H), 7.24 (m, 2 
H), 6.52 (d, J = 1 1, 1H), 6.12 (br s, 1 H), 5.66 (s, 1 H), 2.25 (d, / = 1.5, 3 H), 1.27 (s, 6 H). 

EXAMPLE 36 

8-Flupro-).2^ihvdro-2.2.4-^ (Compound 137. 

25 structure 16 of Scheme IV. where R2^. r6=H. R5=R X=C=*» 

To a dry 250-mL r.b. flask equipped with a magnetic stir bar and a water-cooled condenser 
was added 2-amino-7-fluorofluorenone (5.00 g, 23.5 mmol), along with iodine (- 15 mg) 
and mesityl oxide (20 mL, 0. 175 mol). The resulting red solution was heated at reflux with 
constant stirring for 2 days. The reaction was followed by TLC (20% ethyl acetate/hexane). 

30 After cooling to rt, the crude product mixture was concentrated and purified by silica gel 
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chromatography (400 mL silica, hexane) which afforded an impure sample of Compound 
137. Repurification by silica gel chromatography (hexanes) afforded 64 mg (1%) of 
Compound 137. Data for Compound 137: *H NMR (400 MHz, acetone-d6) 7.53 (m, 
1H), 7.36 (s, 1H), 7.21 (dd, J = 10, 8. 1H), 7.16 (dd, / = 10, 8, 1H), 6.78 (s, 1H), 5.66 (br s, 
5 1H). 5.5 1 (s, 1 H), 2.04 (s, 3H), 1 .29 (s, 6H). 

EXAMPLE 37 

8-Fluoro-l ■2-dihvdro-10.hvdroxv-2^.4-trimethvlindenon ,2-glQuinoline (Compound 136. 
structure 16 of Scheme IV. where R2-* R°=H. R S =F. X=CHOH) 

1 0 This compound was prepared according to General Method 4 (EXAMPLE 34) from 

Compound 137 (18.2 mg, 0.05 mmol) and DIBALH (1.0 M in hexanes, 0.2 mL) to afford, 
after purification by PTLC (1000 urn silica, 19/1 hexane/EA) 0.9 mg (5%) of Compound 
136 as a white solid. Data for Compound 136: ] H NMR (400 MHz, acetone-d6) 7.52 (m, 
1H), 7.37 (s, 1H,), 7.21 (dd, 7=8, 2.4, 1H). 7.02 (ddd, J = 16, 8. 2.4, 1H), 6.77 (s, 1H), 

15 5.38 (d, J =12, 1H), 5.37 (s, 1H,). 5.31 (br s. 1H), 4.59 (d, 7=8, 1H), 2.03 (d, J =1.2, 3H), 
1.28 (s,3H), 1.26 (s,3H). 

EXAMPLE 38 

7-Fluoro- 1 .2-dihvdro-2.2.4-trimethvl-8-nitroindenol 1 .2-glauinoline (Compound-138. 

20 structure 16. Scheme IV. where R^.ro^h. R 4 =F. r5= NO?- X=CH?^ 

This compound was prepared according to General Method 3 (EXAMPLE 16) from 2- 
amino-6-fluoro-7-nitrofluorene (1.00 g, 4-00 mmol) to afford 98 mg (8%) of Compound 138 
as a bright purple solid. Data for Compound 138: Rf = 0.23 (silica gel, hexane/EtOAc, 
3:1); *H NMR (400 MHz, acetone-d6) 8.13 (d, J = 8.3, 1 H), 7.66 (d, J = 12, 1 H), 6.64 

25 (s, 1 H), 5.47 (s, 1 H), 3.85 (s, 2 H), 2.77 (d, J = 1.0, 3 H), 1 .36 (s. 6 H). 
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EXAMPLE 39 

S-Ch|orD-l t 2-dih Y dro-10.hvdroxv-2.2.4-trimethvliiid eno ri .2 - gltniinoline (C omDOUn d 139 
Structure 20. Scheme VT wh ere r2=CL r3-6 =H X=CHOHY 

A solution of 2-amino-4-chloro-9-fluorenoI (300 mg, 1 .30 mmol), I 2 (- 1 mg) and acetone 
(20 mL) was heated in a sealed tube at 100°C for 16 h. To the cooled reaction mixture was 
added Celite™ (0.5 g), and the slurry was concentrated in vacuo to afford a free-flowing 
powder which was purified by SGC (230-400 mesh, 2.5 x 15 cm) using a 10-100% 
EtOAc:hexane gradient to afford 2.6 mg (1 %) of Compound 139 as a white solid. Data for 
Compound 139: Rf = 0. 1 4 (silica gel. 25% EtOAc:hexane); *H NMR (400 MHz, acetone- 
do) 8.18(d,J = 7.7, 1H). 7.78(t,J=7.9, I H), 7.52 (d, 7 = 7.8, 1 H), 7.19 (t, J = 7.8, 1 
H), 6.90 (s. 1 H), 5.70 (br s, 1 H), 5.50 (s, 1 H), 5.40 (s, 1 H), 4.59 (d. J = 8.5, 1 H), 2.35 (s, 
3 H). 1 .32 (s, 3 H) and 1 .21 (s. 3 H). 



EXAMPLE 4ft 

15 6-F)uorQ-l,2-dihydro-2^ 

structure 19. Sc heme VT. where R2 r4-6-h. r3-r \=rn) 

This compound was prepared from 5-fluoro-2-nitrofluorenone (1.0 g, 4.1 mmol) in two 
steps in the manner previously described for Compound 123 (EXAMPLE 24), affording 
0.74 g (61 %) of Compound 140 as a dark purple solid. Data for Compound 140: *H NMR 
20 (400 MHz, CDC1 3 ) 7.33 (s. 1H), 7.26 (m, 3H), 6.75 (s. 1H), 5.45 (s. 1H), 3.96 (br s, 1H), 
2.05 (d, J = 1 .5, 3 H), 1 .3 1 (s, 6H). 

EXAMPLE 41 

6-fluoro-l,2-dihYdn>l(lhyd^^ m 

25 structure 2ft. Scheme VI where R2 r4-6-h. r3 =F X=CHOm 

This compound was prepared by General Method 4 from Compound 140 (0.30 g, 1 .0 mmol) 
to afford 0.25 g (84%) of Compound 141 as a pale reddish-puiple solid. Data for 
Compound 141: lH NMR (400 MHz, CDCI3) 7.49 (s. 1H), 7.32 (d, J = 7.3. 1 H), 7.12 (dt, 
/ = 7.8. 4.8. 1 H), 7.00 (dd, J = 9.8, 8.3. 1 H). 6.71 (s. 1H), 5.47 (s, 1H). 5.37 (d, J = 1.2, 1 

30 H),3.88(brs. 1H), 2.06(d,/= L2,3H), 1.31 (s,3H), 1.30(s.3H). 
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EXAMPLE 42 

5.8-Difluoro- 1 .2-dihvdro-2.2.4-trimcthvl- 1 0-( trifluoroacetox vtindenof 1 .2-glquinoline 
(Compound 142. structure 16, Scheme IV, where R2 r5 = r r3.r4.r6-h. X=CTOCOCP^ 
To a flame-dried 25 mL r.b. flask containing 5,8-difluoro-l ,2-dihydro-10-hydroxy-2^,4- 
5 trimethy lindeno[ 1 ,2-g]quinoline, Compound 132, EXAMPLE 32 f ( 1 5.0 mg, 0.048 mmol) in 
2 mL dichlorometbane at 0°C was added trifluoroacetic anhydride (10 mL, 0.071 mmol, 1.5 
equiv) and 4-N,A^^imethylaminopyridine (18.0 mg, 0.147 mmol, 3.0 equiv), and the 
mixture was allowed to stir for 10 min. The reaction mixture was then transferred to a 
separatory funnel with ethyl acetate (20 mL), pH 7 potassium phosphate buffer (10 mL) was 

10 added and the layers were separated. The organic phase was dried (Na2S04) and 

concentrated under diminished pressure. Purification by flash column chromatography 
(silica gel, hexanes/ethyl acetate, gradient elution) afforded 14.1 mg (76%) of Compound 
142 as a light yellow oily solid. Data for Compound 142: *H NMR (400 MHz, CDCI3) 
7.59 (dd, J = 8.4, 5.0, 1H), 7. 15 (dd, J = 8.2, 2.4, 1H), 7.09 (dt, J = 8.8, 2.5, 1H), 6.64 (s, 
15 1H), 6.47 (s, 1H), 2.19 (dd, J = 6.7, 1.2, 3H), 1.29 (s, 3 H), 1.28 (s, 3 H). 

EXAMPLE 43 

6-(3.S-Dif1uorophenvlVl .2.3.4-tetrahvdi^2.2.4-trimethvlquinoline (Compound 143. 
structure 5 of Scheme 1 where R^=3.5-difluorophenvn: 

20 A dry 1 0 mL r.b. flask was charged with Compound 147 (EXAMPLE 47) ( 1 7.4 mg, 0.06 
mmol) and 0.3 mL ethyl acetate. To this solution was added 10% Pd/C (20 mg). The 
reaction mixture was stirred under an atmosphere of hydrogen for 1 h. The reaction was 
purged with nitrogen until all of the hydrogen had been removed from the flask. The 
product mixture was filtered through a plug of cotton and Celite™ to remove the solids, 

25 rinsed with ethyl acetate (50 mL) and concentrated. The crude material was purified by 
HPLC (reverse phase, ODS semi-preparatory column, 85% methanol/water, 3.0 mL/min). 
The major peak was isolated and identified as Compound 143 (3.5 mg, 20%) by NMR. 
Data for Compound 143: *H NMR (400 MHz, methanol^) 7.38 (d, / = 2.3, 1H); 7.20 
(dd, J m 8.5, 1.6, 1H); 7.09 (m, 2H); 6.72 (m, 1H); 6.56 (d, J = 8.2, 1H); 2.96 (m, 1H); 1.79 

30 (dd, J m 12.9, 5.8, 1H); 1.39 (m, 4H); 1.24 (s, 3H); 1.17 (s, 3H). 
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10 



EXAMPLE 44 

-DihYdro.2 1 2,4-tnmethv)indolor3.2- g 1ouin 0 1in ft rr ompoU nd 144 ct nicture 16 nf g^K^o 
IV. where Rl-^H Y=Nm 

2-Aminocarbazole (structure 15 of Scheme IV. where R 1-6=H y=nh) . 2-Nitrocarbazole 
[MendenhalJ, G. D.; Smith, P. A. S. Org. Syn. Coll Vol. 5 1973, 829, the disclosure of 
which is herein incorporated by reference] (structure 14 of Scheme IV, where R>6=H, 
X=NH) (1 .0 g, 4.7 mmol) in 50 mL of ethyl acetate was hydrogenated over 10% Pd/C (50 
mg) under an atmosphere of hydrogen for 1.5 h at rt giving, after filtration through Celite™, 
840 mg (1 00%) of 2-aminocarbazole. Data for 2-aminocarbazole: * H NMR (400 MHz, 
CDCI 3 ) 7.94 (d, J = 9.0, 1H), 7.83 (d, J = 8.0, 1H). 7.80 (br s, 1H), 7.35 (m, 2H), 7.15 (dd. 
J « 8.2, IH). 6.67 (d, J = 1 .8, 1H), 6.58 (dd, J = 9.0, 1.8, 1H). 3.73 (br s, 2H). 

l^Pihvdro-^^^-rrimethvlindolon.^.plouinoHn^rrn mDound 144 cloture 16 nf Srh-.™, 
1 5 IV ' where B b*EtL X=NH); A solution of 2-aminocarbazole (structure IS of Scheme IV, 
where Rl-6=H, X=NH) (840 mg. 4.7 mmol) in 10 mL of acetone and one crystal (10 mg) of 
iodine was heated at 100»C for 14 h in a sealed tube. The acetone was removed in vacuo to 
afford a dark oil which was purified by silica gel chromatography (silica gel. hexane/ethyl 
acetate, 8:2) to afford 738 mg of Compound 144 and 121 mg of l,2-dihydro-2,2,4- 
20 trimethylindolo[2,3-/]quinoline (structure 17 of Scheme IV, where PJ -6=H, X=NH) (7 1 % 
combined yield). Date for Compound 144: *H NMR (400 MHz, CDCI3) 7.90 (d, J = 8.0. 
lH);7.80(brs, lH).7.66(brs, IH). 7.23 (brs. 2H), 7.12 (m, IH), 6.30 (br s, lH),5.32(br 
s. IH). 3.75 (br s. IH). 2.13 (s. 3H), 1.39 (s. IH). 

25 EXAMPLE 43 

5-Pthyl-l . 2-djhYriro-? ? ^trimethvlindolof? Vflouinnlin* rrn r pf tund 14 fi ™ „r 

Scheme VTTI. where ^1-6»h. R7-p.fi 

To a suspension of sodium hydride (60% in mineral oil. 16 mg. 0.405 mmol) in 1 mL of 
THF at 0°C was slowly added 1.2-dihydro-2.2,4-trimethylindoIo[2,3-/] quinoline (structure 
30 28 of Scheme VIII, where R 1 -6= H ) (30 mg. 0. 1 1 6 mmol) in 1 mL of THF and the resulting 
mixture was stirred at 0»C for 30 minutes. Iodoethane (9.3 mL. 0.1 16 mmol) was added 
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dropwise via a microsyringe and the reaction mixture was brought to rt and stirred for 16 h. 
Hie reaction was quenched with ] mL of water and extracted with 10 mL of ethyl acetate. 
The organic phase was dried (Na2S04) and concentrated in vacuo to a residue that was 
purified by flash chromatography (silica gel, hexane/ethy] acetate, 9:1) which gave 27 mg 
5 (81%) of Compound 145. Data for Compound 145: J H NMR (400 MHz, CDCI3) 7.8 1 (d, 
/ = 7. 1 , 1 H), 7.63 (d, J m 8. 1 ; 1 H); 7.34 (d, J = 8.0, 1 H); 7.25 (br s, 1 H); 7. 1 2 (apparent t, J 
= 7.4, 1H);6.51 (brs, 1H);5.38 (brs, lH);4.25(q, J = 7.0, 2H); 4.22 (br s, lH);2.16(s f 
3H); 1 .26 (s, 6H); 0.91 (t, J = 7.0, 3H). 

10 EXAMPLE 46 

6>(3-ChloroDhenvlVl,2-dihvdro-2.2.4>trimethv)auinoline (Compound 146. structure 4 of 
Scheme II, where Rl=3-chlorophenYl) 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (91 mg, 0.29 mmol) and 3-bromochIorobenzene (33.6 mg, 0.29 mmol). The 

1 5 crude product was isolated and purified by silica gel chromatography (50 mL silica, 5% 
ethyl acetate/hexane) and PTLC (reverse phase, 1000 |xm plate, 95% methanol/water) to 
yield 54 mg (8 1 %) of Compound 146. Data for Compound 146: *H NMR (400 MHz, 
acetone-d6) 7.56 (d, J = 4.0, 1H); 7.50 (d. J = 8.0, 1H); 7.34 (apparent t, / = 8.0, 1H); 7.31 
(d, J = 4.0, 1H); 7.24 (dd, J = 8.0, 4.0, 1H); 7.23 (dd, J = 8.0, 4.0, 1H); 6.57 (d, J = 8.0, 

20 1H); 5.60 (s, 1H); 2.03 (s, 3H); 1.27 (s, 6H). 

EXAMPLE 47 

6-(3.5>Difluorophenvn-L2>dihvdro-2.2.4>trimethvlQuinoline (Compound 147. structure 4 of 
Scheme II. where Rl=3.5-difluorophenvn 

25 This compound was prepared according to General Method 2 (EXAMPLE 9). From 
Compound 9 (59.7 mg, 0.19 mmol) and l-bromo-3,5-difluorobenzene (21.6 mL, 0.19 
mmol, Lancaster) a crude reaction mixture was isolated and purified by HPLC (reverse 
phase, semi-preparative column, 85% methanol/water) to yield 5.6 mg of Compound 147 
and 0.9 mg of Compound 148 (EXAMPLE 48) (8% combined yield). Data for Compound 

30 147: *H NMR (400 MHz, acetone-d6) 7.34 (d, J = 2.2, 1H); 7.28 (dd, J = 8.4, 2.3, 1H); 
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7.19 (m, 2H); 6.80 (m, 1H); 6.57 (d, J = 8.3, 1H); 5.47 (s, 1H); 5.38 (s, 1H); 2.04 (s, 3H); 
1.28 (s,6H). 

EXAMPLE 48 

6^3-Fluproph^I)-1.2^hvdro-2.2.4-triniethvlo U in f >1in e r C omno U nH lis, structure 4 nf 
Scheme n. where Rl=3- fluorophenvn 

This compound was obtained along with Compound 147 as described above (EXAMPLE 
47). Data for Compound 148: >HNMR (400 MHz, acetone-d6) 7.45 (d, J = 8.0, 1H); 
7.35 (m, 2H); 7.26 (dd, J - 7.7, 2.2, 1H); 7.10 (d, J = 2.0, 1H); 7.03 (dd, J = 8.1, 2.0, 1H); 
6.54 (d, J = 8.2, 1H); 5.35 (s. 1H); 5.29 (s, 1H); 1.97 (s, 3H); 1.28 (s, 6H). 

EXAMPLE 49 

1.2-Pihvdrp-2,2,4-trimethvl-6-(4-Dvridv»V t utnnHni.f C ompound 149. structure 4 pfgchfcmjg 
n. where R 1 =4-nvridvn 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (23.8 mg, 0.07 mmol) and 4-bromopyridine hydrochloride (14.5 mg, 0.07 
mmol, Aldrich). The crude product was isolated and purified by silica gel chromatography 
(75 mL silica, 5% ethyl acetate/hexane) and recrystallized twice (hexane/CH2Cl2, then 
Et20) to afford 7.3 mg (40%) of Compound 149. Data for Compound 149: *H NMR 
(400 MHz, acetone-de) 8.59 (d, J = 6.0, 2H); 7.55 (m, 2H); 7.45 (d, J = 2.2, 1H); 7.40 (dd, 
J = 8.3, 2.1. 1H); 6.60 (d, J - 8.2, 1H); 5.40 (s, 1H); 2.06 (s, 3H); 1.30 (s, 6H). 

EXAMPLE SO 

6^3-CYimophepYlV1 . 2slihYdrO-2.2.4-trimethvlnumolinerr.ninr ^ ^^ ISO stru g turg_4_ P f 
Scheme n. where Rl^^^nnp^) 
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This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (81.4 mg, 0.26 mmol) and 3-bromobenzonitrile (46.6 mg, 0.26 mmol, 
Lancaster). The crude product was isolated and purified by silica gel chromatography (75 
mL silica, 5% ethyl acetate/hexane) to afford 5 1 .6 mg (74%) of Compound ISO as pale 
5 yellow crystals. Data for Compound ISO: *H NMR (400 MHz, acetone-d6) 7.94 (d, J - 
1.1. 1H); 7.88 (m, 1H); 7.56 (m, 2H); 7.38 (d, J = 2.2, 1H,); 7.31 (dd, J = 8.3, 2.2, 2H); 
6.59 (d. J = 8.3, 1H); 5.42 (s, 1H); 5.38 (s, 1H); 2.01 (s, 3H); 1.28 (s, 6H). 

EXAMPLE SI 

10 

6-r3 S-DichlorophenvlV1.2-dihv dro-2.2.4-trimeth^ouinoline (Compound 151. structure 4 of 
Scheme n. where Rl=3.5-dichlorophenvll 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
15 Compound 9 (40.4 mg, 0.13 mmol) and 1 -bromo-3 , 5-dichlorobenzene (28.7 mg, 0. 13 mmol, 
Aldrich). The crude product was isolated and purified by silica gel chromatography (75 mL 
silica, 5% ethyl acetate/hexane) to afford 32 mg (79%) of Compound 151 . Data for 
Compound 151: *H NMR (400 MHz, acetone-d6) 7.53 (d, J = 1 .8, 2H); 7.34 (d. J = 1.8. 
1H); 7.27 (m, 2H); 6.57 (d, J = 8.3, 1H); 5.38 (s, 1H); 2.04 (s. 3H); 1.28 (s, 6H). 

20 

EXAMPLE 52 

6^2.3-DifluorophenvlV1.2-dmv dro-2.2.4-trimethvlauinoline (Compound 152. structure 4 of 
Scheme n. where Rl=2 3-difluorophenvn 

25 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (28.7 mg, 0.09 mmol) and l-bromo-2,3-difluorobenzene (10 uL, 0.09 mmol, 
Aldrich). The crude product was isolated and purified by silica gel chromatography (75 mL 
silica, 5% ethyl acetate/hexane) to afford 16 mg (62%) of Compound 152. Data for 
30 Compound 152. *H NMR (400 MHz, acetone-d6) 7.21 (m, 5H); 6.57 (d, J - 8.3, 1 H); 
5.37 (s, 1H); 1.99 (s, 3H); 1.28 (s, 6H). 
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EXAMPLE S3 

1.2-Dihvdro-2.2.4-trimethvl-64pentafl^ 153 structure 4 of 

Scheme II. where R 1 =pentafluorophenvl') 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (55.3 mg, 0.17 mmol) and 1-bromopentafluorobenzene (21.7 mL, 0.17 mmol, 
Lancaster). The crude product was isolated and purified by silica gel chromatography (75 
mL silica. 5% ethyl acetate/hexane) to afford 2.5 mg (5%) of Compound 153. Data for 
Compound 153: *H NMR (400 MHz, acetone-d6) 7.1 1 (d, J = 1.2. 1H); 7.03 (dd. J = 
8.0, 1.6, 1H); 6.60 (d, J = 8.3, 1H); 5.57 (s, 1H); 1.95 (s, 3H); 1.29 (s. 6H). 

EXAMPLE 54 

1 .2-Dihvdro-2.2.4-trimemvl^-r4^tri fluoroacetvl^phenvnquinoline (Compound 154 
structure 4 of Scheme II. where R 1 =4-(trifluoroacetvl^phenyn 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (49.1 mg. 0.15 mmol) and 4'-bromo-2,2,2-trifluoroacetophenone (23.5 uL, 
0. 15 mmol, Aldrich). The crude product was isolated and purified by silica gei 
chromatography (75 mL silica, hexane) to afford 50 mg (94%) of Compound 154. Data for 
Compound 154: *H NMR (400 MHz, acetone-d6) 8.06 (dd, J = 8.5, 0.8, 2H); 7.80 (dd, 
J = 8.6. 1.7, 2H); 7.41 (m. 2H); 5.41 (s, 1H); 4.97 (s, 1H); 2.04 (s, 3H); 1.27 (s, 6H). 

EXAMPLE 5S 



1.2-Dihvdro-2.2.4-trimetlryl-6-(1.3-iminiid-S-vl)Quinoline (Compound 1SS. structure 4 nf 
Scheme II. where R 1 =3 S-pvrimidvn 
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This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (74.4 mg, 0.23 mmol) and 5-bromopyriiridine (37.1 mg, 0.23 mmol, Aldrich). 
The crude product was isolated and purified by recrystallization (Et 2 0/hexanes) to afford 2. 1 
mg (4%) of Compound 155. Data for Compound 155: *H NMR (400 MHz, acetone-d 6 ) 
8.97 (s. 1H); 8.94 (s, 2H); 7.39 (d. J - 1 9, 1H); 7.32 (dd, J = 8.4, 2.2, 1H); 6.63 (d, J = 
8.3, 1H); 5.39 (s, 1H); 2.05 (s, 3H); 1.29 (s, 6H). 



FX AMPLE 56 



10 ^^-rvanonhenYiyi 2 3 teSSStiB&St£ ? 4-trimetrwlnuinoline (Compound 156 , structures 
gfgEhegie T where P l=-<-ry«nophenvn 

A dry 10 mL r.b. flask was charged with Compound 150 (EXAMPLE 50) (16.7 mg, 0.06 
mmol) and 0.5 mL ethyl acetate. To this solution 10% Pd/C (20 mg) was added. The flask 

1 5 was stirred under an atmosphere of hydrogen for 1 h. The reaction was then purged with 
nitrogen until all of he hydrogen had been removed from the flask. The product mixture was 
filtered through a plug of cotton and Celite™ to remove the solids, rinsing with ethyl acetate 
(50 mL). The crude material was purified by HPLC (reverse phase, ODS semi-preparatory 
column, 85% methanol/water, 3.0 mL/min). The major peak was isolated and identified as 

20 Compound 156 ( 1 .8 mg, 1 1%) by NMR. Data for Compound 156: *H NMR (400 MHz, 
acetone-d6) 7.93 (d,J= 1.3, 1H); 7.88 (m, 1H); 7.55 (m, 2H); 7.51 (d. 7= 1.4, 1H); 7.28 
(dd, J = 8.7, 1.4, 1H); 6.59 (d, J = 8.4, 1H); 2.95 (m, 1H); 1.80 (dd, J = 12.8, 5.4, 1H); 
1 .39 (m. 4H); 1 .25 (s, 3H); 1 19 (s, 3H). 

25 EXAMPLES? 

< g.T^ fl,.nrrw1 2-dihv<<™.2 1 4-trim e rtivWenon .2-plauinoline (Compound 157, structure 
l&dSshflBfcg -h^RZ-pS^ nM^t-H. X=CH?) 



30 4 7.rafhinrn-2-fhinrmainine (Namkung, M. J.; Fletcher,T. L.; Wetzel, W. H. Derivatives of 
Fhiorene. XX. Fluorofluorenes. V. New Difluoro-2-acetamidofluorenes for the Study of 
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Carcinogenic Mechanisms. J. Med. Chem. 1965, 8, 551-554, the disclosure of which is 
herein incorporated by reference). To a 25 mL round-bottomed flask containing 4,7- 
difluoro-9-oxo-2-fluorenamine (EXAMPLE 32) (158.5 mg, 0.686 mmol) in 4.25 mL glacial 
acetic acid was added red phosphorous (425 mg, 13.7 mmol, 20 equiv) and 57% aqueous HI 
(0.5 1 mL). The mixture was heated to reflux for 40 h, then evaporated to near-dryness by 
distillation. Boiling water (5 mL) was added, and the hot mixture was filtered. Upon 
addition of 10% NH4OH (20 mL), a white precipitate formed, and was filtered, washed with 
water, and dried under vacuum to afford 127 mg (85%) of 4,7-difluoro-2-fluorenamine as a 
white solid, mp 1 19-120°C (Ik. mp 1 19.5-121°C). Data for 4,7-difluoro-2-fluorenamine: *H 
NMR (400 MHz, CDCI3) 7.70 (dd, J = 8.4, 5.2, 1 H), 7.15 (dd, J = 9.0, 2.0, 1 H), 7.03 
(app dt, J = 9.0, 2.0 ,1 H), 6.63 (s, 1 H), 6.39 (dd. J = 1 1.6, 1.7. 1 H), 3.83 (s, 2 H), 3.80 
(brs,2H). 

5,8-Pifluorp-1.2-dihvdr()-2.2.4-tr^^ fComnound 157. struct.™ 

16 of Scheme TV. where R 2 =R 5 =F r3=r4 =R 6 =h X=CH^ This compound was prepared 
by General Method 3 from 4,7-difluoro-2-fluorenamine (127 mg, 0.58 mmol). Purification 
by flash column chromatography (silica gel, hexanes / ethyl acetate, gradient elution) 
afforded 42 mg (24%) of the less polar angular Compound 158 (EXAMPLE 58) as a yellow 
oil, along with 63 mg (36%) of the more polar Compound 157 as a white solid. Data for 
Compound 157: »H NMR (400 MHz, CDCi 3 ) 7.68 (dd,, J = 8.4. 5.3 1 H 9-H), 7. 12 (dd. 
J - 8.8. 2.3, 1 H, 6-H), 7.00 (apparent dt, J = 9.1, 2.3, 1 H, 7-H), 6.44 (s, 1 H, 1 1-H), 
5.30 (s, 1 H, 3-H). 3.86 (br s, 1 H, Ntf), 3.78 (s, 2 H 10-H), 2.22 (dd, J = 6.7. 1.5, 3 H, 4- 
CH 3 ), 1 .28 [s. 6H, 2-iCH 3 hl 

EXAMPLE Sit 

7 . 1 0-Difluoro-l .2-dihvdro-2.2.4-trimethvlindenor2. 1 -/)q u inoline (Compound 1 Sk «mr$ m 
17 of Scheme IV. where R2=R5=F R3=r4= R 6= R X =CH 2 ^ 



Compound 158 was obtained along with Compound 157 as described above (EXAMPLE 
57). Data for Compound 158: »H NMR (400 MHz, CDCI3) 7.69 (dd, J = 8.3, 5.3, 1 H, 6- 
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H), 7. 1 1 (dd, 7=8.7, 2.4, 1 H, 9-H). 7.09 (apparent dt.J- 9.1, 2.4, 1 H, 7-H). 6.23 (d, J 
= 1 1 .0, 1 H, 1 1-H), 5.34 (s. 1 H, 3-H), 4.08 (s, 2 H, 5-H), 3.84 (br s. 1 R Nff). 2.23 (s, 3 
H, 4-CH& 1.26 [s, 6 H, 2<CHihl 

5 fXAMPLE 59 

i 2jBiiB edja3 ? 4.tri me th Y VS-™'"™rinof3 4-flouiPoHne (Compound 1S9, Scheme DQ 

The intermediate 2-mtro-3,4-benzocoumarin was prepared by a modified literature 
10 procedure. S^J Org. Chem., U.S.S.R., li (3), 503 (1979), the disclosure of which is 

herein incorporated by reference. To a flask charged with 2-biphenylcarboxylic acid (5 g, 25 
mmol) was added 7 mL of 70 % nitric acid and the resulting yellow slurry was stirred at rt 
for 30 mm. To this slurry 20 mL offuming nitric acid was introduced dropwise, giving rise 
to a clear yellow solution. The reaction mixture was stirred at rt for 1 5 h, and was then 
15 poured into ice water (100 mL). The crude mixture was extracted with ethyl acetate (3 x 60 
mL) and the combined extracts were washed with water (2 x 20 mL) and brine (2 x 20 mL). 
Removal of solvent under reduced pressure afforded a crude yellow solid, which was a 2:1 
mixture of two regioisomers. The mixture of the (linitrobiphenylcarboxylic acids was 
dissolved in 80 mL of DMA and the solution was heated at reflux for 12 hours. The reaction 
20 was cooled to rt and diluted with 20 mL of water. The desired product precipitated from the 
solution upon standing at rt overnight. Filtration of the mixture afforded 2 .9 g (50%) of 2- 
nitro-3 ,4-benzocoumarin, which was used directly in next reaction without further 
purification. 2-Nitro-3,4-benzocoumarin (2.9 g, 12 mmol) was dissolved in 600 mL of ethyl 
acetate and treated with 10% Pd/C (1 .0 g, 0.94 mmol) and stirred under a hydrogen balloon 
25 for 24 h. Filtration of the catalyst and removal of solvent afforded 2.2 g (86%) of 2-amino- 
3,4-benzocoumarin as a yellowish solid. An Ace-Thred pressure tube charged with 2-amino- 
3,4*enzocoumarin (2.2 g, 10.4 mmol). iodine (0.8 g, 3.1 mmol) and acetone (150 mL) was 
sealed. The tube was heated in an oil bath at 80-120 °C for 24 h and then cooled to rt. The 
dark reaction mixture was concentrated under reduced pressure and the crude residue was 
30 purified by silica gel chromatography (hexane/EtOAc, 4/1) to give 1 .5 g (50%) of 

Compound 159 as a yellow solid. Data for Compound 159: mp 190-191 °C; IR(KBr) 
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3352, 2966, 2924, 1712, 1626, 1450, 1356, 1251, 1205; *H NMR (400 MHz, CDCb) 7.90 
(d, J - 7.8, 1 H), 7.78 (d, J = 8.4, 1 H), 7.38-7.22 (m, 3 H), 7.01 (d, J = 8.4, 1 H), 5.58 
(s, 1 H), 4.31 (br s, 1 H), 2.12 (s, 3 H), 1.33 (s, 6 H); *C NMR (100 MHz, CDCI3) 160.3, 
150.5, 145.7, 132.4, 131.6, 128.4, 124.2, 122.0, 121.4, 121.2, 119.3, 118.4, 117.2, 50.8, 
5 29.9, 28.6; AnaL Calcd for C19H17NO2: C, 78.33; H, 5.88; N, 4.81. Found: C, 78.19; H, 
6.12; N, 4.52. 

EXAMPLE 60 

10 ttfr.fr-5-ButvM 2-dihvdro- 2 2 4>trimethvl-5//-chromenor3.4-/lQumoline (Compound 160. 
structure 32 of Scheme IX where R=w-butyl) 

GENERAL METHOD 5: Prepara tion of compounds of structures 32 and 33 from 
Compound 1S9. This transformation involved a two step sequence: addition of a 

1 5 nucleophile (either a commercial reagent or prepared in situ from a metal-halogen exchange 
reaction), followed by reduction of the resulting cyclic herniacetal. To a solution of an aryl 
bromide compound in THF (0. 1-0.3 M) at - 78 °C was slowly added 1 . 1 equiv. of /i-BuLi 
(as a hexane solution) and the resulting reaction mixture was allowed to stir at -78°C until 
the anion was formed. A yellow solution (0.2-0.5 M) of Compound 159 in THF was 

20 cannulated into the above solution and the resulting dark red mixture was slowly allowed to 
warm. As soon as the red color faded (around - 30 °C), the reaction was quenched with 
water to give a light yellow solution. The reaction mixture was extracted with ethyl acetate 
and the combined extracts were washed with brine. Removal of solvent under reduced 
pressure and purification of the crude residue on a silica gel column using a 1:3 mixture of 

25 ethyl acetate and hexane as eluents afforded the herniacetal intermediate as a yellow oil. To 
a solution of the herniacetal intermediate in dichloromethane (0. 1 M) at - 78°C was added 5- 
10 equiv of trifluoroacetic acid and triethylsilane (or, alternatively, 2-3 equiv of boron 
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trifluoride etherate and 5-6 equiv of triethylsilane) and the resulting slurry was allowed to 
warm to it, giving rise to a dark green solution. The mixture was allowed to stir at rt or 
reflux in some cases, until the reaction went to completion. The reaction was then quenched 
with 5% NaOH (aq) and was extracted with ethyl acetate. The combined extracts were 

5 washed with brine and concentrated. The crude mixture was purified on a silica gel column 
using a 1 : 5 mixture of ethyl acetate and hexane as eluents, affording the desired product in 
moderate yield. A second silica gel chromatography was needed in several cases to remove 
the silane oxide and/or separate the isomers of structures 32 and 33 using a 1 :2 mixture of 
dichloromethane and hexane as eluents. 

10 fft/.tt-5-Butvl-i 4-trimethvl- 5 W-ghrQmenor3.4-nouinoline (Compound 160, 

structure 32 of S^hpme IX wher e R=n.butvl) This compound was prepared by General 
Method 5 from n-BuLi ( 1 .6 M, 0.2 mL) and Compound 159 (50 mg, 0. 1 7 mmol) to afford 
40 mg (71%) of Compound 160 as a colorless oil. Data for Compound 160: IR(neat) 
3388, 2980, 1593, 1468 and 1435 cm '; »H NMR (400 MHz, CDC1 3 ) 7.62 (d, J = 7.8. 1 

15 H).7.44(d.7= 8.3. 1 H). 7.14(t,7= 7.8. I H). 6.98 (t, ./ = 7.8. 1 H),6.92(d,/ = 7.8, 1 
H), 6.59 (d. / = 8.3, 1 H), 5.88 (dd, / = 9.8, 3.1, 1 H), 5.49 (s, 1 H). 3.88 (br s, 1 H). 2.25 
(s. 3 H), 1 .90-1 .79 (m. 1 H), 1 .55-1 .25 (m, 5 H). 1 .28 (s. 3 H). 1 .20 (s. 3 H), 0.84 (t, J = 7.3, 
3H). 



20 EXAMPLE 61 

[fflflfc] /?-nihvdro-2^.4-trimethvl-5- p h e nvl-5iy-chromenof3.4-r1quinoline (Compound 161. 
Rrmcture 32 of Sch eme IX. where RaohenvH 

This compound was prepared by General Method 5 (EXAMPLE 60) from bromobenzene 
(0. 1 5 mL. 1 .4 mmol) and Compound 159 (50 mg. 0. 17 mmol) to afford 1 5 mg (25%) of 
25 Compound 161 as a colorless oil. along with 6 mg (1 0%) of Compound 162 (EXAMPLE 
62). Data for Compound 161: *H NMR (400 MHz, CDCI3) 7.53 (d, J = 7.8. 1 H). 7.50 (d. 
J = 8.2, 1 H), 7.22-7.12 (m, 5 H). 7.00 (t, J = 7.8, 1 H), 6.92 (s. 1 H), 6.88 (t, J = 7.8, 1 
H). 6.83 (d. J = 7.8, 1 H). 6.69 (d, J = 8.2. 1 H). 5.46 (s, 1 H), 3.92 (br s, 1 H), 1 .99 (s. 3 
H). 1.29 (s. 3 H), 1.26 (s, 3 H). 
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EXAMPLE 62 

(/ySH.2.3.4-Tetrahvdro-2.2-dime m vl^ 

flquinoljne (Compound 162. structure 33 of Sch eme IX. where R=phenvn 
This compound (6 mg, 10%) was obtained along with Compound 161 as described above 
5 (EXAMPLE 61). Data for Compound 162: *H NMR (400 MHz, CDC! 3 ) 7.53 (d, J = 7.3, 
1 H), 7.51 (d, / = 8.4, 1 H), 7.24-7.12 (m, 5 H), 6.97 (t, / = 7.3, I H). 6.87 (t, J = 7.3, 1 H), 
6.80 (d, / = 7.3, 1 H), 6.64 (s, 1 H), 6.59 (d, J = 8.4, 1 H), 4.93 (s, 1 H), 4.64 (s. 1 H), 4.09 
(br s. 1 H), 2.44 (d, J = 12.1. 1 H), 2.18 (d,/ = 12.1, 1 H), 1.34 (s. 3 H) and 1.13 (s, 3 H). 

10 EXAMPLE 63 

(/y^5-(4<^lorophenvl)-1.2^ihvdro-2.2.4.trimeth v|-5/f-chrome n of3.4-fla U innlin ft 
(Compound 163, structure 32 of Scheme IX. where R=4-chloroDhenvn 
This compound was prepared by General Method 5 (EXAMPLE 60) from 4- 
bromochlorobenzene (1 .4 g, 7 mmol) and Compound 159 (0.5 g, 1.7 mmol) to afford 0.27 g 

1 5 (40%) of Compound 163 as a white solid, in addition to 60 mg (9%) of Compound 164 
(EXAMPLE 64). Data for Compound 163: mp 1 39- 1 40 °C; IR (KBr) 337 1 , 2964, 1 593, 
1469, 1435 cm-l; *H NMR (400 MHz, acetone-de) 7.59 (d, J = 7.8, 1 H), 7.56 (d, J = 8.4, 
1 H), 7.24 (d, J = 9.1, 2 H), 7.21 (d, J = 9.1, 2 H), 6.98 (t, / = 7.8, 1 H), 6.92 (s; 1 H). 
6.86 (t, J = 7.8, 1 H), 6.83 (d, J = 8.4. 1 H), 6.77 (d, J = 7.8, 1 H), 5.54 (br s, 1 H), 5.48 

20 (s. 1 H), 1 .99 (s. 3 H). 1 .26 (s. 3 H), 1 .24 (s, 3 H). 

EXAMPLE 64 
(W^5-(4-Chloronhenvl)-1.2.3.4-tetra^^ 

flquinoline (Compound 164. s tructure 33 of Scheme IX. where R=4-chlorophenvh 
25 This compound (60 mg, 9%) was obtained along with Compound 163 as described above 
(EXAMPLE 63). Data for Compound 164: »H NMR (400 MHz, CDC1 3 ) 7.53 (d, J = 7.7, 
1 H), 7.51 (d, J = 8.3, 1 H), 7.18 (d. J = 8.7. 2 H), 7.15 (d, J = 8.7, 2 H), 6.99 (t, J = 7.7, 1 
H), 6.90 (t, J = 7.7, 1 H). 6.79 (d, J = 7.7, 1 H). 6.59 (s, 1 H), 6.58 (d, J = 8.3, 1 H), 4.93 
(s, 1 H), 4.59 (s, 1 H), 4.09 (br s, 1 H), 2.43 (d, J m 12.3, 1 H), 2.18 (d. J = 12.3, 1 H), 1.34 
30 (s,3H) 1.13 (s, 3 H). 
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EXAMPLE 65 

rft/.SXS-r4-FluoropbftnvlV1.2^ihvdro-2.2.^ 

(Compound 165- structure 3 2 of Scheme IX. where R=4-fluorophenvl) 
This compound was prepared by General Method 5 (EXAMPLE 60) from 4- 

5 fluorophenylmagnesium bromide (1.0 M in THF, 1 mL) and Compound 159 (30 mg, 0. 1 
mmol) to afford 1 5 mg (38%) of Compound 165 as a colorless oil. Data for Compound 
165: IR (KBr) 3360, 2962. 1707. 1601, 1506, 1469. 1221. 1 157 cm-'; »H NMR (400 
MHz, acetone-d6) 7.60 (d, J = 7.8, 1 H), 7.56 (d, J = 8.3, 1 H), 7.26 (dd, J = 8.7, 5.7. 2 H), 
6.98 (t. J = 8.7, 2 H), 6.97 (t, J = 7.8, 1 H), 6.92 (s. 1 H), 6.87 (t. J = 7.8, 1 H). 6.83 (<L / = 

10 8.3, 1 H), 6.76 (d, J = 7.8, 1 H), 5.54 (br s, 1 H), 5.47 (s, 1 H). 1 .99 (s, 3 H), 1 .26 (s, 3 H), 
1.24 (s, 3 H). 

EXAMPLE 66 

(/?Att-5^4-AcetvlphenvlV1.2^ihv dro-2^^ 

15 (Compound 166. structure 32 of Schem e IX. where R=4-acetviphenvl1 

This compound was prepared by General Method 5 (EXAMPLE 60) from 2-(4- 
bromophenyl)-2-methyl-l ,3-dioxane (219 mg, 1 .0 mmol) and Compound 159 (30 mg, 0.1 
mmol) to afford 4.5 mg (10%) of Compound 166 as a colorless oil. Data for Compound 
166: »H NMR (400 MHz, acetone-d6) 7.83 (d, J = 8.3, 2 H), 7.60 (d, J = 7.6. 1 H), 7.57 

20 (d, J = 8.4, 1 H), 7.36 (d, J = 8.3, 2 H). 6.99 (s, 1 H). 6.98 (t, J = 7.6, 1 H), 6.89-6.79 (m, 
3 H), 5.56 (br s, 1 H), 5.50 (s. 1 H), 2.49 (s, 3 H), 2.00 (s. 3 H), 1.28 (s, 3 H), 1 .25 (s, 3 H). 

EXAMPLE 67 

(/Z/^1.2-Dihvdrp-2 2.4-Hmethvl-S-f4-me thvlphenvlV5H-chromenof3.4-r1ouinoline 
25 (Compound 167. structure 32 of Scheme IX. where R=4-m ethv1phenvl) 

This compound was prepared by General Method 5 (EXAMPLE 60) from 4-bromotoluene 
(171 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 15 mg (58%) of 
Compound 167 as a colorless oil. Data for Compound 167: IR (KBr) 3362. 2964, 1707, 
1593, 1469, 1437, 1259, 1 169 cm-'; !H NMR (400 MHz, acetone-d6) 7.58 (d, J = 7.9, 1 
30 H), 7.54 (d, J = 8.5, 1 H), 7.10 (d. J = 8.0, 2 H), 7.00 (d\ J = 8.0. 2 H). 6.97 (t, J = 7.9, 1 
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H), 6.89 (s, 1 H), 6.84 (d, J = 7.9. 1 H), 6.81 (d. / = 8.5. 1 H). 6.75 (d, J = 7.9. 1 H). 5.47 
(bs, 1 H), 5.45 (s. 1 H). 2.19 (s, 3 H). 1.99 (s, 3 H ). 1.25 (s, 3 H). 1.23 (s. 3 H). 

EXAMPLE 68 

5 W5)-1.2-P>hvdro-5-(4-methoxvphenvIV2^.4-trimethvl- 5//^hromenor3.4-nQuinn1in^ 
(Compound 168. structure 32 of Scheme IX. whe re R=4-methoxvnhenvn 
This compound was prepared by General Method 5 (EXAMPLE 60) from 4-bromoanisole 
(187 mg, 1.0 mmol) and Compound 159 (10 mg, 0.03 mmol) to afford 2.5 mg (10%) of 
Compound 168 as a colorless oil. Data for Compound 168: *H NMR (400 MHz, acetone- 
10 d6) 7.59 (d. J = 7.7. 1 H). 7.54 (d. J = 8.4. 1 H). 7.13 (d. J = 8.7. 2 H). 6.95 (t, J = 7.7, 
1 H).6.87(s. 1 H).6.86(d.7= 7.7, 1 H),6.81 (d,/= 8.4. 1 H),6.75(d.7= 8.7, 2 H), 
6.74 (t. J = 7.7, 1 H). 5.47 (br s, 1 H), 5.45 (s. 1 H), 3.69 (s. 3 H). 1 .99 (s. 3 H ). 1 .25 (s. 3 
H), 1.23 (s, 3 H). 

15 EXAMPLE 69 

f/g/^-l t 2-Dihvdro-2.2.4-trimethvl-5-r^^ 

flouinoline (Compound 169. s tructure 32 of Scheme IX. where R=4- 
ftrifluoromethvnphf.n Y ^ 

This compound was prepared by General Method 5 (EXAMPLE 60) from 4- 
20 bromobenzotrifluoride ( 1 30 mg, 1 .0 mmol) and Compound 159 (20 mg, 0.07 mmol) to 
afford 10 mg (35%) of Compound 169 as a colorless oil. Data for Compound 169: *H 
NMR (400 MHz, acetone-d6) 7.61-7.56 (m, 4 H). 7.45 (d, J = 8.3, 2 H), 7.01 (s, 1 H), 6.97 
(d, J = 7.7, 1 H), 6.86 (t, / = 7.7, 1 H). 6.85 (d, J = 8.4, 1 H), 6.81 (d, J = 7.7, 1 H), 5.57 
(br s. 1 H). 5.49 (s, 1 H), 1.99 (s, 3 H ), 1.27 (s. 3 H). 1.25 (s. 3 H). 

25 

EXAMPLE 70 

Mfl-1.2-Pihvdrc>-2.2.4-triine^^ 

f Compound 170 structure 30 o f Scheme IX. where R=thiophen-3-vn 
This compound was prepared by General Method 5 (EXAMPLE 60) from 3- 
30 bromothiophene ( 1 63 mg, 1 .0 mmol) and Compound 159 (8 mg, 0.03 mmol) to afford 1 . 1 
mg (1 1 %) of Compound 170 as a colorless oil. Data for Compound 170: J H NMR (400 
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MHz, acetone-d6) 7.60 (d. / = 7.3, 1 H). 7.54 (d, J = 8.4. 1 H), 7.31 (dd, J = 5.0. 3.0. 1 
H), 7.08 (d, J = 5.0. 1 H). 6.98 (t, J = 7.3. 1 H). 6.93 (s. 1 H). 6.89 (t, J = 7.3. 1 H). 6.88 
(d. J = 3.0. 1 H), 6.79 (d, J = 8.1, 2 H). 5.48 (br s. 1 H), 2.06 (s. 3 H). 1.25 (s. 3 H). 1.24 
(s. 3 H). 

5 

EXAMPLE 71 

fjut ?.nihvdttv2.2.4-trimrthvl.5^ 4-m^vlDhenylV^W^hiioinenor3.4-nQuinoline 
fCnmnnnnrt 171. structu re 32 of Scheme IX. where R=4-methv)phenyl) 
This compound was prepared by optical resolution of Compound 167 via HPLC using a 
10 chiral column. Chiracel OD-R. using a 9: 1 mixture of methanol and water as the mobile 
phase. The optical purity of Compound 171 was determined by HPLC to be > 99% e.c; 
[a] 20 D = - 246 (MeOH). 

EXAMPLE 72 

15 r-VS-r4^»oroT t h e nvlV1.2-dih vdro.2.2.4.trimethvl-5W-chromenof3.4-flquinoline 
frnmpound 172. struc ture 32 of Scheme IX. where R=4-chlorophenvl) 
This compound was prepared by optical resolution of Compound 163 via HPLC using a 
chiral column. Chiracel OD-R, using a 9:1 mixture of methanol and water as mobile phase. 
The optical purity of Compound 172 was determined by HPLC to be > 99% e.e. \ [aV°o = - 

20 254 (MeOH). 

EXAMPLE 73 

fg/<^1 2-r>ihvdr<v2.2.4-tTinre^^ 

(Compound 173. structure 32 of Scheme IX. where R=3-methvlphenvn 
25 This compound was prepared by General Method 5 (EXAMPLE 60) from 3-bromotoluene 
(171 mg, 1 .0 mmol) and Compound 159 (15 mg, 0.05 mmol) to afford 3.6 mg (19%) of 
Compound 173 as a colorless oil. Data for Compound 173: »H NMR (400 MHz. acetone- 
de) 7.59 (d, J = 7.8. 1 H), 7.54 (d. / = 8.4. 1 H). 7.10-6.94 (m. 5 H). 6.89 (s. 1 H). 6.85 (d, 
j « 7.8. 1 H). 6.82 (d, J = 8.4, 1 H). 6.77 (d, J = 8.0. 1 H), 5.49 (br s. 1 H), 5.46 (s, 1 H). 
30 2.19 (s, 3 H). 2.00 (s. 3 H ). 1.26 (s, 3 H), 1.24 (s. 3 H). 
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EXAMPLE 74 

f+H4/.5/V5-(4-Chlorophenv[V) ■2.3.4-trtnihvd ro .2.2.4.triTn e thvl.5tf-^T» fr . r » r i t a. 
flquinoline (Compound 174. structure 34 of Scheme X. wh e re R^hln^p h ^ 
Hydrogenation of Compound 163 (15 nig, 0.04 mmol) in the presence of 10% Pd/C (10%) 
5 afforded 12 mg (80%) of (^/.5/>5-(4-chlorophenylH.2,3,4-teU^^ 

5/f-chromeno[3,4-/]quinolme as a white solid in addition to 1.1 mg (7%) of Compound 176 
(EXAMPLE 76) as a white solid. The enantiomers of (/VS^WO-M^hlorophenyl)- 
1^3.4-tetrahydro-2^,4-trimemyl-JWK:hromeno[3,4-/Jquinoline were resolved via HPLC 
using a chiral column, Chiracel OD-R, using a 9: 1 mixture of methanol and water as mobile 
10 phase (0.55 mL/min). A 10 mg sample of (/V5-4/^0-5-(4-chlorophenyl)-U l 3,4-tetrahydro- 
2^.4-trimethyl-5/fM:hromeno[3,4-y]quinoline afforded 3.1 mg of the first eluting, (+) 
enantiomer (Compound 174) (24 min). and 3.0 rag of the second eluting, (-) enantiomer 
(Compound 175, EXAMPLE 75) (30 min). The optical purity of Compound 174 was 
determined by HPLC to be >99% e.e. Data for Compound 174: mp 158-159 °C; *H NMR 
15 (400 MHz. acetone-da) 7.63 (d, J = 7.8. 1 H). 7.53 (d, J = 8.5, 1 H), 7.24 (s. 4 H). 6.94 (t, J 
= 7.8, 1 H), 6.87 (t, / = 7.8, 1 H), 6.76 (d, 7 = 8.5, 1 H), 6.68 (d, J = 7.8, 1 H),6.51 (s. 1 H). 
5.10(brs. 1 H),3.25(m, 1 H), 1.89(dd.7= 13.5.6.4. 1 H), 1.76(dd,/= 13.5.4.4, 1 H), 
L30(s,3H).1.21(s,3H),0.83(d,y= 7.3.3H); «C NMR (100 MHz. CDC1 3 ) 150.6. 
144.5. 138.6. 134.0. 130.9. 130.5, 128.4, 127.6. 124.9. 123.2. 122.2, 121.9, 120.2. 118.0. 
20 1 15.8. 74.5. 50.0. 44.3. 31.6, 31.3, 27.5. 22.8. [o]»> D = + 287 (MeOH). 

EXAMPLE 75 

(0-(4/ t 5/)-5-f4^|oToph P nYlV1.2.3.4-tetr a hvdrcv2.2A.trj ^ e thv1-.W^ 
flquino)ine (Compound 17S. structure 3 d of Scheme X where K»4-ri.l 1 TT y M m T i) 
25 This compound was prepared by resolution of (/V5-4/,5/)-5-(4-chlorophenyl)- 1 ^,3,4- 

tetrahydro-2^,4-trimethy]-5//-chromeno[3,4-/]quinoline as described above (EXAMPLE 
74) via HPLC using a chiral column, Chiracel OD-R, using a 9:1 mixture of methanol and 
water as mobile phase. The optical purity of Compound 175 was determined by HPLC to be 
> 95% e.e.; [ct]20 D = - 260 (MeOH). 
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SAMPLE 76 

fg/<^/SMV5-f4-ChlnrophenvlVK ^ 

flgajnaliBS (Compound 176. structure 35 of Scheme X. where R=4-chlorophenvn 
This compound (1.1 mg, 7%) was obtained along with (J2/.S-4/,5/)-5-(4-chlorophenyl)- 
5 1 ,2,3,4-tetrahydro-2£ ,4-trimethyl-5/f-chromeno[3,4-y]quinoline as described above 

(EXAMPLE 75). Data for Compound 176: *H NMR (400 MHz, CDCI3) 7.54 (d, J = 7.6, 
1 H), 7.47 (d, J = 8.4. 1 H), 7. 1 5 (d, / = 6.5, 2 H). 7. 1 0 (d, J = 6.5, 2 H). 7.01 (t, / = 7.6, 1 
H), 6.89 (t, J = 7.6, 1 H). 6.83 (d, J = 7.6, 1 H), 6.59 (d, J = 8.4, 1 H), 6.47 (s. 1 H), 3.73 (br 
s, 1 H). 2.82 (m. 1 H), 1.76 (dd, J = 13.5, 7.0, 1 H). 1.73 (dd. / ■ 13.5, 4.5, 1 H), 1.46 (d,J 
10 =7.1, 3H), 1.36(s,3H), 1.19(s,3H); "CNMR(100MHz,CDCI 3 ) 150.5, 143.9, 138.4, 
134.0, 130.3, 129.4, 128.6. 127.6. 124.2, 122.6. 122.1, 1 19.6, 1 18,0, 1 15.4. 74.4, 50.1, 42.9. 
32.2.31.8,27.3,22.3. 

EXAMPLE 77 

15 f/e/^5-f3-C^loroptenvlV1.2^ihvdro-2.2.4-trimethvl-5W-chrom enor3.4~/louinoline 
(Compound 177. stru cture 32 of Scheme IX. where R=3-chlorophenvl) 
This compound was prepared by General Method 5 (EXAMPLE 60) from 3- 
bromochlorobenzene (195 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 
14 mg (52%) of Compound 177 as a colorless oil, along with 2.3 mg (7%) of Compound 

20 178 (EXAMPLE 78) as a colorless oil. Data for Compound 177: »H NMR (400 MHz, 
acetone-de) 7.61 (d, J = 7.8. 1 H), 7.57 (d. J = 8.4, 1 H). 7.28-7.18 (m, 4 H). 7.00 (t, J = 
7.8, 1 H), 6.95 (s. 1 H), 6.89 (d. J = 7.8. 1 H), 6.84 (d, J = 8.4, 1 H), 6.82 (d. J = 8.1, 1 
H), 5.58 (br s. 1 H), 5.49 (s, 1 H), 2.01 (s. 3 H), 1 .27 (s, 3 H), 1 .25 (s. 3 H). 

25 EXAMPLE 78 

fJg/^5-(3-ChloroT^envlV1.23.4-tetr^ 

flquinoline (Compound 178. structure 33 o f Scheme IX. where Ra3-chlorophenvn 
This compound (2.3 mg, 7%) was obtained along with Compound 177 as described above 
(EXAMPLE 77). Data for Compound 178: J H NMR (400 MHz, acetone-d6) 7.61 (d» / = 
30 6.7. 1 H), 7.59 (d, J = 8.6. 1 H). 7.29-7.20 (m, 4 H), 6.98 (t, J = 6.7, 1 H), 6.88 (t, J = 6.7, 1 
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H), 6.79 (d, / = 6.7, 1 H), 6.77 (d, J = 8.6. 1 H) t 6.62 (s, 1 H), 4.99 (s, 1 H), 4.59 (s, 1 H), 
2.41 (d, / = 12.2, 1 H), 2.27 (d, J = 12.2, 1 H), 1.35 (s, 3 H). 1.13 (s, 3 H). 

EXAMPLE 70 

5 (Wfr-g-f4-BmmophenvlV1.2-dihvdf^ 

(Compound 179. structure 32 of Scheme I X . where R=4-hromonhenvn This compound 
was prepared by General Method 5 (EXAMPLE 60) from 1 ,4-dibromobenzene (250 mg. 1 .0 
mmol) and Compound 159 (20 mg. 0.07 mmol) to afford 1 6 mg (54%) of Compound 179 as 
a colorless oil, along with 2.5 mg (8%) of Compound 180 (EXAMPLE 80) as a colorless 
1 0 oil. Data for Compound 179: *H NMR (400 MHz, acetone-de) 7.58 (d, J = 7.8, 1 H), 7.55 
(d. J = 8.4, 1 H). 7.39 (d, J = 8.5. 2 H), 7.16 (d, J = 8.5, 2 H), 6.98 (t. J = 7.8, 1 H). 6.90 (s, 
1 H), 6.86 (t. J = 7.8, 1 H), 6.83 (d. J = 8.4, 1 H), 6.77 (d, J = 7.8, 1 H), 5.54 (br s, I H). 
5.47 (s. 1 H), 1.99 (s. 3 H). 1.26 (s,«3 H). 1.23 (s, 3 H). 

15 EXAMPLE 80 

W^5^4-Promophenvn-1.2.3.4-ter^^ 

/Iquinoline (Cpmpound 180. structure 33 nf S c heme IX wh^ R=4-hrnmnph P n Y i) This 
compound (2.5 mg, 8%) was obtained along with Compound 179 as described above 
(EXAMPLE 79). Data for Compound 180: 1H NMR (400 MHz, acetone-de) 7.61 (d,J = 
20 6.3. 1 H). 7.59 (d, J = 8.7. 1 H), 7.41 (d. J = 8.5, 2 H), 7.19 (d, / = 8.5, 2 H). 6.95 (t, J = 

6.3, 1 H), 6.86 (t. J = 6.3, 1 H), 6.75 (d. J = 8.7, 1 H), 6.57 (s, 1 H), 4.97 (s. 1 H), 4.80 (s, 1 
H). 2.40 (d, J = 12.2, 1 H). 2.26 (d, J = 12.2, 1 H), 1 .34 (s, 3 H). 1 . 1 1 (s. 3 H). 

EXAMPLE 81 

25 Wfl-5^3-Bromoifrenviyi.2-dihvdT^2 r ^ 

(Compound 181, structure 32 of Scheme IX. where R-t-hmn^ph^yi) This compound 
was prepared by General Method 5 (EXAMPLE 60) from 1.3-dibromobenzene (250 mg. 1.0 
mmol) and Compound 159 (15 mg. 0.05 mmol) to afford 13 mg (60%) of Compound 181 as 
a colorless oil, along with 2.0 mg (9%) of Compound 182 (EXAMPLE 82) as a colorless 
oil. Data for Compound 181: IR (neat) 3364. 2962. 1699, 1591. 1469, 143 cm-1; lH NMR 
(400 MHz, acetone-de) 7.61 (d, J = 7.8, 1 H), 7.57 (d, / = 8.4, 1 H). 7.38 (s, 1 H). 7.36 (d, J 



30 
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= 8.5. 1 H), 7.26 (d, J = 6.6, 1 H), 7.19 (t, J = 7.8, 1 H), 7.00 (t, J = 8.3, 1 H), 6.98 (s, 1 H), 
6.81-6.90 (m, 3 H), 5.60 (br s, 1 H), 5.50 (s, 1 H), 2.01 (s, 3 H), 1.27 (s, 3 H), 1.25 (s, 3 H). 

EXAMPLE 82 

5 fft/.tt-S-tt-BrrmwphenvlVl -2.3 4-tetrahvdm-2.2-dimethvl^methvlidene-5ff<hronienof3.4- 
flquinoline (Compound structu re 33 of Scheme IX. where R=3-bromoohenvn This 
compound (2.0 mg, 9%) was obtained along with Compound 181 as described above 
(EXAMPLE 81). Data for Compound 182: *H NMR (400 MHz, CDC1 3 ) 7.55 (d. J - 7.9, 
1 H), 7.51 (d, J = 8.4, 1 H), 7.28 (d, J = 8.0.1 H), 7.12 (d, J = 7.9. 1 H), 7.05 (d, J = 7.8, 1 

10 H), 7.01 (t, J m 7.8. 1 H). 6.92 (t, J = 7.4. 1 H). 6.82 (d, J - 8.0, 1 H), 6.60 (d, / = 8.5, 1 

H), 6.59 (s. 1 H), 4.95 (s, 1 H), 4.58 (s. 1 H). 2.43 (d, J = 12.3, 1 H). 2.19 (d, J = 12.3. 1 H). 
1.32 (s. 3 H). 1.14 (s. 3 H). 

EXAMPLE 83 

15 (Jttn-5-f3.4-DichlorophenvlV1.2-dihvdro^^ 

(Compound 183. stmcture 32 of Scheme IX. where R=3.4-dichlorophenvn This 
compound was prepared by General Method 5 (EXAMPLE 60) from l-bromo-3,4- 
dichlorobenzene (226 mg, 1 .0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 8.7 
mg (30%) of Compound 183 as a colorless oil. Data for Compound 183: NMR (400 

20 MHz, CDCI3) 7.53 (d, J - 7.8, 1 H), 7.50 (d, J = 8.3, 1 H), 7.28-7.22 (m. 2 H), 7.20-7.12 
(m, 2 H), 6.92 (t, J = 7.5, 1 H). 6.85 (d. J = 8.2, 1 H), 6.83 (s, 1 H). 6.71 (d, J = 8.4, 1 H), 
5.48 (s, 1 H), 4.0 (br s, 1 H), 1.97 (s, 3 H), 1.30 (s, 3 H), 1.26 (s, 3 H). 

EXAMPLE 84 

25 f/tt^5-(3-Bromo-2-pvridviy i.2-dihvd^ 

(Compound 184 . structure 32 of Scheme IX. where R=3-bromo-2-pyrid Y 1) This compound 
was prepared by General Method 5 (EXAMPLE 60) from 2,6-dibromopyridine (237 mg, 1.0 
mmol) and Compound 159 (20 mg. 0.07 mmol) to afford 20 mg (67%) of Compound 184 as 
a colorless oil. Date for Compound 184: J H NMR (400 MHz. acetone-d6) 7.63 (dd, / = 

30 7.8, 1 .5, 1 H), 7.54 (d, J = 8.5. 1 H), 7.52 (d, J = 7.8, 1 H), 7.39 (d, J = 7.9, 1 H). 7. 1 3 (d, J 
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= 7.6, 1 H). 7.03 (t, J m 7.6, 1 H). 6.92-6.80 (m, 4 H). 5.52 (s. 1 H), 5.48 (s, 1 H). 2.03 (s, 3 
H). 1 .25 (s, 3 H), 1 .24 (s, 3 H). 

EXAMPLE 85 

fR/5V1.2-Dihvdro-5-hvdroxv-2^.4-trimethvl-5H-ch romenor3.4-flQuino1ine frrrnip niinH 
185. structure 46 of Schem e XIV. where R»=R2=m 

To a yellow solution of Compound 159 (20 mg, 0.07 mmol) in 1 mL toluene at -78 °C was 
added 0.10 mL of DIBALH (1 .5 M in toluene, 0.075 mmol) and the resulting solution was 
stirred at -50 ± 1 0 °C for 20 min. The reaction was quenched with water ( 1 mL) and was 
extracted with ethyl acetate (2x5 mL). Removal of solvent and chromatography of the 
crude residue on a silica gel column using 20% ethyl acetate/hexane as eluents provided 6 
mg (30%) of Compound 185 as a colorless oil. Data for Compound 185: *H NMR (400 
MHz, CDC1 3 ) 7.71 (d, J = 7.5, 1 H), 7.53 (d, J = 8.4, 1 H), 7.19 (t, J m 7.5, 1 H), 7.08 (t, J 
= 7.5, 1 H), 7.07 (d, J = 8.4. 1 H), 6.85 (d, / = 5.8, 1 H), 6.70 (d, J = 7.5, 1 H). 5.52 (s, 1 
H), 3.92 (or s, 1 H), 2.94 (d,J = 5.8, 1 H), 2.37 (s. 3 H). 1 .32 (s, 3 H), 1 .20 (s, 3 H). 

EXAMPLE 86 

<ffl$)- 1 ,2-DihvdrP-2.2.4-trimethvl-5-methoxv-5f/-chmmenor3.4-nouin oline fCompound 
186. structure 47 of Scheme XIV. where R'=R2=H. X=Q. RWiethvn 
To a solution of Compound 185 (25 mg, 0.085 mmol) in MeOH (7 mL) was added a 
catalytic amount of p-toluenesulphonic acid (-0.25 mg) and the solution was allowed to stir 
at rt for 5 min. The reaction mixture was quenched with a 10% NaOH solution (0. 1 mL) 
then partitioned between EtOAc (10 mL) and water (3 mL). The organic layer was 
separated and washed with water (3 x 1 mL) and brine (3 x 1 mL) then dried (Na 2 S0 4 ) and 
concentrated in vacuo . The crude product was purified on a 20 x 20 cm, 250 |im. TLC 
plate, eluting with 25% EtOAc: hexane to afford 8.2 mg (32%) of Compound 186 as a 
colorless oil. Data for Compound 186: Rf = 0.28 (silica gel, 25% EtOAc: Hexane); *H 
NMR (400 MHz, CDCI3) 7.69 (d,7= 7.7, 1 H), 7.48 (d. J = 8.3. 1 H). 7.15 (t, / = 7.7. 1 
H), 7.05 (m, 2 H), 6,65 (d, J = S3, 1 H), 6.35 (s, 1 H), 5.50 (s. 1 H), 3.90 (br s, 1 H), 3.49 
(s, 3 H). 2.28 (s,3H),l .33 (s, 3 H), 1 .28 (s, 3 H). 
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FX AMPLE 87 

^/ cy|9.nihvd«>-2.2,^trimeftvl-5 -r^^ 

, r ^. ^^fSrfiemeXTV whrm R^R^H, X=Q, R3=n-prop Y l) 

This compound was prepared in a manner similar to that of Compound 186 (EXAMPLE 86) 

5 from Compound 185 (12 mg) and n-propanol to afford 7.2 mg (57%) of Compound 187 as a 
colorless oil. Data for Compound 187: Rf= 0.43 (silica gel, 25% EtOAc: hexane); *H 
NMR (400 MHz, CDCI 3 ) 7.68 (d, J = 7.7, 1 H), 7.49 (d, J = 8.3, 1 H), 7.17 (t , J = 7.6. 1 
H). 7.05 (m. 2 H), 6.65 (d. J = 8.4. 1 H), 6.42 (s. 1 H), 5.50 (s. 1 H). 3.90 (br s. 1 H). 3.84 
(du J = 9.2. 6.7, 1 H), 3.54 (dt, J = 9.3, 6.8, 1 H). 2.28 (s, 3 H), 1.49 (m. 2 H). 1.33 (s. 3 

10 H), 1.18 (s, 3 H), 0.77 (t, J = 7.4, 3 H). 

EXAMPLE 88 

fg/.tt-S-Allvl-l .2-dihvdm-2.2.4-tTimathvl-57/- chmmenor3.4-flQutnoline (Compound 188. 
aniESig 48 of Scheme YIV where Rl=R2-R 4 =R 5 =R 6 sH) 

15 To a solution of Compound 186 (12 mg. 0.04 mmol) in dichloromethane (1.5 mL) at 0° C 
was added allyltrimethylsilane (0.005 mL, 0.062 mmol) and TMSOTf (0.01 mL, 0.057 
mmol) under nitrogen. The reaction was stirred 5 h at rt. The reaction mixture was 
concentrated in vacuo and purified on a 5x20 cm, 250 uM. TLC plate, eluting with 25 % 
EtOAc in hexane to afford 2.3 mg (18%) of Compound 188 as a colorless oil. Data for 

20 Compound 188: Rf = 0.50 (silica gel. 25% EtOAc: Hexane); *H NMR (400 MHz. acetone- 
do) 7.67 (d, J = 7.4, 1 H). 7.49 (d, J = 8.3. 1 H). 7.12 (t. J = 7.4, t H), 6.98 (t, J = 7.4, 1 
H), 6.87 (d,J= 7.4, 1 H). 6.70 (d. J = 8.3, 1 H), 5.96-5.85 (m, 2 H), 5.52 (s. 1 H). 5.04 (s, 
1 H), 5.00 (d, J = 8.6. 1 H), 2.54 (m, 1 H), 2.25 (m, 4 H). 1 .27 (s, 3 H), 1.18 (s. 3 H). 



25 EXAMPLE 89 

f .2.Pihvdio-2J A-frimethvl- 5 -pmpvl-5ff-chromenor3.4-nciuinoline (Compound 189, 
^ picture 32 of Sche me IX. where R=n-nroavn 

This compound was prepared by General Method 5 (EXAMPLE 60) from a 2.0 M solution 
of allylmagnesium chloride (0.2 mL, 0.4 mmol) in THF and Compound 159 (25 mg. 0.086 
30 mmol) to afford 5.0 mg (1 8%) of Compound 189 as a yellow oil. Data for Compound 189: 
Rf = 0.27 (silica gel. 25% EtOAc: Hexane); *H NMR (400 MHz, CDCI3) 7.59 (d, J = 7.7. 
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1 H), 7.43 (d, / = 8.4, 1 H). 7.13 (t. J = 7.7, 1 H), 6.98 (t, J = 7.7, 1 H), 6.91 (d. / = 7.7. 1 
H), 6.57 (d. J = 8.4, 1 H), 5.89 (d, J = 10.4, 1 H), 5.49 (s. 1 H), 3.90 (br s, 1 H). 2.25 (s, 3 
H), 1.84 (m. 2 H), 1.49-1.35 (m. 2 H), 1.29 (s, 3 H), 1.20 (s, 3 H), 0.89 (t, J = 7.4, 3 H). 



10 



EXAMPLE 90 

<&$)- 1 ,2-PihvdrO-2.2.4-trimethvl-5-f2-DvridvlV5W^hroTn e nof 3 4-fl T ,i no1in e fCnmp nnnH 
190. structure 32 of Scheme IX. whe re R=2-pvridvn 

To a solution of Compound 184 (10 mg, 0.023 mmol) in 1 mL of THF at - 78 °C was added 
a 1.0 M hexane soluuon of n-BuLi (0.05 mL, 0.07 mmol), giving rise to a yellow then dark 
red solution. The mixture was allowed to stir for 15 min and was quenched with water (1 
mL). The mixture was extracted with ethyl acetate (2x10 mL) and the combined extracts 
were concentrated. Chromatography of the crude mixture on a silica gel column using 10- 
30% ethyl acetate / hexane as eluents afforded 7 mg (86%) of Compound 190 as a colorless 
oil. Data for Compound 190: »H NMR (400 MHz, acetone-d 6 ) 8.48 (dd, J = 5.4, 1 .8, 1 
15 H), 7.61 (dd. J = 7.8, 1.6, 1 H). 7.57 (td, J = 7.8. 1.8, 1 H), 7.54 (d, J = 8.3, 1 H), 7.16- 
7. 1 3 (m, 2 H), 6.99 (td, J . 7.8, 1 .6, 1 H), 6.93 (s, 1 H), 6.88 (td. J = 7.9, 1 .0, 1 H). 6.80 
(d, J = 8.5, 1 H), 6.77 (dd, J = 7.9. 1 . 1 , 1 H). 5.48 (bs, 1 H), 5.44 (s, 1 H), 1 .98 (s, 3 H). 
1.23 (s, 3 H), 1.22 (s, 3 H). 

20 EXAMPLE 91 

(/?/^5-(3-FluorophenviV1.2-dihvdro-2.2.4-tri methvl-5//-chromenor3.4-flouinoline 
(Compound 191. structure 32 of Scheme IX where R=3-fluoronhenvn 
This compound was prepared by General Method 5 (EXAMPLE 60) from l-bromo-3- 
fluorobenzene (175 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 12 mg 
25 (47%) of Compound 191 as a colorless oil, along with 1 .5 mg (6%) of Compound 192 

(EXAMPLE 92) as a colorless oil. Data for Compound 191: »H NMR (400 MHz. acctone- 
d6) 7.60 (d, J = 7.9, 1 H). 7.57 (d, J = 8.4. 1 H), 7.26 (td. J = 7.9. 5.9, 1 H), 7.06 (d, / = 
7.1, 1 H), 7.01-6.81 (m, 8 H), 5.58 (br s, 1 H), 5.49 (s, 1 H). 2.02 (s, 3 H), 1.27 (s. 3 H), 1.25 
(s, 3 H). 



WO 96/19458 



PCTAJS95/16096 



150 

EXAMPLE 92 

rj?/<r\-S^l.Fluorooh^n Y lVl - 2.3.4 -tetrahvdro-2-2-dimethvl-4-niethvlidene-5H- 
rhmm^nor^ 4-nauinQli ne ^Compound 192. structure 33 of Scheme IX. where R=3- 
fluorophenvn 

5 This compound ( 1 .5 mg, 6%) was obtained along with Compound 191 as described above 
(EXAMPLE 91). Data for Compound 192: *H NMR (400 MHz, CDC1 3 ) 7.54 (d, J - 8.0, 
1 H). 7.51 (d. J = 8.5, 1 H), 7.15 (td. J = 7.9, 5.9, 1 H), 7.06-6.81 (m, 6 H), 6.61 (s, 1 H), 
6.59 (d, J = 8.0. 1 H), 4.94 (s. 1 H), 4.61 (s. 1 H). 2.43 (d, J = 12.3, 1 H), 2.19 (d, / = 
12.3, 1 H), 1.34 (s, 3 H), 1.14 (s, 3 H). 

10 

EXAMPLE 93 

(R/X\- 1 ,2-rahvdro-2.2-4-trirr«!thvl-5 -^ (Compound 

193. structure 47 of Scheme XIV. whe re R>=R2=H. X=S. RWptqpvI) 

To a solution of Compound 185 (12 mg, 0.04 mmol) in a 1:1 mixture of 1 -propanethiol and 

1 5 methylene chloride (2 mL) was added 2 mg of p-TsOH at it. The reaction was complete 
after 1 hour by TLC and was quenched with saturated aqueous NaHCOs- The reaction 
mixture was extracted with EtOAc (2x10 mL) and the combined organic layers were 
washed with water and brine then dried over Na2SC>4. Removal of solvent in vacuo 
followed by purification on a 5x20 cm, 250 nm, TLC plate, eluting with 25% 

20 EtOAc:hexane, afforded 14 mg (99%) of Compound 193 as a yellow oil. Date for 

Compound 193: Rf = 0.43 (silica gel, 25% EtOAc: Hexane); *H NMR (400 MHz, acetone- 
do) 7.69 (d, J = 7.6. 1 H), 7.49 (d, J = 8.4, 1 H), 7.16 (t , J = 7.6. 1 H), 7.05 (t. / = 7.6, 1 
H), 6.93 (d, J = 7.6, 1 H). 6.72 (d, J = 8.4, 1 H), 5.51 (s, 1 H), 2.79-2.73 (m. 1 H), 2.62- 
2.57 (m, 1 H). 2.47 (s, 3 H). 1.70 (m, 2 H), 1.25 (s, 3 H), 1.20 (s. 3 H), 0.99 (t, J = 7.3. 3 

25 H). 

EXAMPLE 94 

(K/^-1.2-I^vdr<^5-f3-rrethoxvphem 

fCompound 194. structure 32 o f Scheme IX- where R=3-methoxvphenvn 
30 This compound was prepared by General Method 5 (EXAMPLE 60) from 3-bromoanisole 
(187 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 2.6 mg (10%) of 
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Compound 194 as a colorless oil. Data for Compound 194: *H NMR (400 MHz, acetone- 
de) 7.59 (d, J = 7.8. 1 H), 7.55 (d, J = 8.4, 1 H), 7.12 (t. / = 7.9, 1 H), 6.98 (t, J = 7.2, 1 
H). 6.91 (s, 1 H). 6.88-6.71 (m. 6 H), 5.52 (br s, 1 H), 5.47 (s, 1 H), 3.67 (s, 3 H), 2.03 (s, 3 
H), 1.26 (s, 3 H), 1.25 (s, 3 H). 

5 

EXAMPLE 95 

(/^1.2-Dihvdro-2.2.4-trimethvl^ 

flouinoline (Compound 195. structure 32 of Scheme IX. where R=3- 
( trifluoromethvnphenvn 

10 This compound was prepared by General Method 5 (EXAMPLE 60) from 3- 

bromobenzotrifJuoride (225 mg, 1 .0 mmol) and Compound 159 (20 mg, 0.07 mmol) to 
afford 10 mg (34%) of Compound 195 as a colorless oil. Data for Compound 195: >H 
NMR (400 MHz, acetone-d*) 7.61 (d, J = 7.6. 1 H), 7.60 (d, J = 9.0, 1 H). 7.56-7.45 (m, 4 
H), 7.04 (s, 1 H), 6.98 (t, J m 7.6, 1 H), 6.89-6.83 (m. 3 H), 5.60 (s, 1 H), 5.55 (s, 1 H), 2.02 

15 (s,3H), 1.27 (s. 6 H). 

EXAMPLE 96 

(j^-5-f3-Fluo ro-4-methvlphenvlV1.2-dihvdro-2.2.4-trimethvl-5g-chromenor3.4- 
flouinoline (Compound 196. structure 32 of Scheme DC. where R=3-fluoro-4-methvlpheTivtt 

20 This compound was prepared by General Method 5 (EXAMPLE 60) from 4-bromo-2- 

fluorotoluene(189mg, 1 .0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 15 mg 
(56%) of Compound 196 as a colorless oil. Data for Compound 196: *H NMR (400 MHz, 
acetone-de) 7.60 (d, J = 7.8, 1 H), 7.56 (d, J m 8.4, 1 H), 7.08 (t, J = 7.9, 1 H), 6.98 (t, J = 
7.9, 1 H), 6.94 (d, J = 8.0, 1 H). 6.91 (s, 1 H), 6.90-6.80 (m, 4 H), 5.55 (br s, 1 H), 5.48 (s, 

25 1 H), 2. 12 (s, 3 H), 2.01 (s, 3 H), 1 36 (s, 3 H), 1 .24 (s, 3 H). 

EXAMPLE 97 

(/^-5-(4-Bromo-3-pvridvl V1.2-dihvdro^2.2^ 

fCompound 197. structure 32 of Schem e IX. where R=4-bromo-3-pvridvn 
30 This compound was prepared by General Method 5 (EXAMPLE 60) from 2,5- 

dibromopyridine (237 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 7 
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mg (23%) of Compound 197 as a colorless oil. Data for Compound 197: *H NMR (400 
MHz. acetone-d 6 ) 8.24 (d,/ = 5.2, 1 H). 7.62 (dd. / = 8.0, 1.3, 1 H), 7.57 (d, / = 8.4,1 
H). 7.34 (s. 1 H). 7.27 (d, J = 6.5, 1 H), 7.06 (Id, J = 7.4, 1 .3. 1 H). 6.97 (s. 1 H), 6.94-6.88 
(m, 1 H), 6.86 (d, J = 8.4, 1 H), 5.68 (br s, 1 H). 5.55 (s. 1 H). 2.06 (s, 3 H), 1 .29 (s, 3 H), 
5 1.28 (s, 3 H). 

FX AMPLE 98 

f p ^H , 7-r>ihvrtm-2 2.4.tHm ft thvl-5-r3.p v riHvlV5ff-chromenor3.4-flquinoline (Compound 
ion, cfr,^,^ 32 of Scheme IX where R=3-PYTidyl) 

10 This compound was prepared in a manner similar to that of Compound 190 (EXAMPLE 
90), from Compound 197 (5 mg, 0.06 mmol) to afford 4 mg (quant) of Compound 198 as a 
colorless oil. Data for Compound 198: *H NMR (400 MHz, acetone-d6) 8.42 (m, 2 H), 
7.58 (dd. J = 7.7. 1.3. 1 H), 7.56 (d. J = 8.4, 1 H), 7.18 (d, J = 5.9, 2 H), 7.01 (t. J = 7.8, 
1 H). 6.95 (s, 1 H), 6.89-6.83 (m, 3 H), 5.61 (br s. 1 H), 5.52 (s. 1 H), 2.03 (s. 3 H), 1 .28 (s, 

15 3H), 1.26 (s, 3 H). 

EXAMPLE 99 

fft /^S-r4-ChlofO-3-fliinmphen^^ 

flgninnlins /Compound 1«*» structure 3 1 of Scheme IX. where R=4-ch1oro-3-fluorophenyl) 
20 This compound was prepared by General Method 5 (EXAMPLE 60) from 2-chloro-5- 

bromofluorobenzene (209 mg, 1.0 mmol) and Compound 159 (15 mg, 0.05 mmol) to afford 
13 mg (64%) of Compound 199 as a colorless oil. Date for Compound 199: *H NMR (400 
MHz, acetone-dfi) 7.61 (dd,7= 7.7, 1.4, 1 H),7.57(d.J = 8.3. 1 H),7.38(t; J = 7.9, 1 H). 
7.13(dd.7= 10.3, 1.8. 1H). 7.05(t,/= 7.8, 1 H), 7.00 (dd, / = 7.7. 1 .3, 1 H). 6.93 (s, 1 
25 H). 6.91-6.81 (m. 3 H). 5.62 (br s. 1 H). 5.50 (s. 1 H). 2.02 (s. 3 H), 1.27 (s. 3 H)i 1.25 (s. 3 
H). 

EXAMPLE 100 

f %£fcj ^-nihvd^^^^-tetramet h YV^^^ 10 ™" 0 ^ .4-flciuinptine (Compound 200, 
30 structure 32 of Scheme IX - where R=methvl) 
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This compound was prepared by Genera] Method 5 (EXAMPLE 60) from Compound 159 
(8 mg) to afford 4.8 mg (63%) of Compound 200 as a yellow oil. Data for Compound 200: 
R f = 0.44 (silica gel, 25% EtOAc: hexane); lH NMR (400 MHz, CDCI 3 ) 7.60 (d,7 = 7.8, 
1 H).7.43(d.7 = 8.4, I H), 7.15(t,/= 8.0, 1 H),7.00(t.7 = 8.0. 1 H).6.91 (d,7 = 8.1, 1 
5 H),6.57(d,7 = 8.1.1H),6.60(d,7 = 6. 1, 1 H), 5.49 (s, 1 H), 3.85 (br s, 1 H), 2.26 (s, 3 
H), 1 .38 (d. 7 = 6.6. 3 H). 1 .27 (s, 3 H), 1 .22 (s, 3 H). 

EXAMPLE 11)1 

(^-l^-DihYdr^S-hrXYl^^^trimethvl-W-chrom^nnr^ 4- f lomnnlin* fr^m^ A ->/n 
10 structure 32 of Schema TY w here R =w .h P Y Y ') 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 

(8 mg) and 1-iodohexane to afford 4.8 mg (63%) of Compound 201 as a yellow oil. Data 

for Compound 201: Rf = 0.33 (silica gel. 25% EtOAc: Hexane); *H NMR (400 MHz. 

CDCl 3 )7.59(d.7 = 7.8, 1 H).7.43(d,7 = 8.3. 1 H), 7.12(t.7= 7.6. 1 H), 6.98(1,7 = 
15 7.4. 1 H),6.91 (d.7= 7.7. 1 H).6.56(d,7= 8.1. 1 H),5.86(d.7= 7.4. 1 H),5.49(s. 1 

H).2.25(s.3H), 1.83 (m.2H). 1.41 (m. 3H). 1.28 (s,3H), 1.20 (s, 3 H), 0.84 (t,7 = 67 

3H). 



EXAMPLE 102 

20 1 . 2 - Di hYdro-2 1 ? l 4-trimethvl-5r7-rhrom e nnr^ ^ .jnoline rrnmp ™, nd 202. « n ^r, %-> nf 
Scheme TY where R=H1 

To a solution of Compound 185 (EXAMPLE 85) (9.5 mg. 0.03 mmol) in methylene 
chloride (5 mL) maintained at -78 °C was added trifluoroacetic acid (10 mL) and 
triethylsilane (25 mL). The reaction mixture was allowed to warm to rt. quenched with 1 N 
25 NaOH (3 mL). and partitioned between EtOAc (10 mL) and water (5 mL). The organic 
layer was washed with brine (3x3 mL). dried (Na 2 S0 4 ). filtered, and concentrated. 
Purification by PTLC (250 urn. 10/1 hexane/EtOAc) afforded 4.6 mg (52%) of Compound 
202. Data for Compound 202: Rf = 0.36 (silica gel. 25% EtOAc: Hexane); *H NMR (400 
MHz.CDCl 3 )7.58(d,7= 8.0, 1 H), 7.38 (d, 7 = 8.3, 1 H),7.15 (t,7= 8.0, I H), 7.02 (t. 
J = 8.0. 1 H). 6.94 (d, 7 = 8.0, 1 H), 6.58 (d, 7 = 8.3, 1 H), 5.47 (s. 1 H), 5.32 (s. 2 H), 
3.90 (br s, 1 H ), 2. 1 0 (s, 3 H). 1 .27 (s. 6 H). 



30 
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EXAMPLE 103 

r/?Ayi1.2-rahvdro-5- r3-methvfo^ 

(Compound 203. structure 32 of Scheme IX. where R=3-memvlbutyl) 
This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 
5 (13 mg) and l-bromo-3-methylbutane to afford 1 mg( 16%) of Compound 203 as a yellow 
oil. Data for Compound 203: TLC: Rf = 0.29 (silica gel, 25% EtOAc: hexane); *H NMR 
(400 MHz, CDCI3) 7.58 (d, J = 8.0, 1 H), 7.43 (d, J = 8.3, 1 H), 7.17 (t, J = 8.1, 1 H), 
6.98 (t, J = 8. 1 , 1 H), 6.91 (d, J = 7.9, 1 H), 6.58 ( d, J = 8.0, 1 H), 5.81 (d, J = 8.9, 1 H), 
5.49 (s, 1 H). 3.90 (br s. 1 H), 2.24 (s, 3 H), 1 .80 (m. 1 H). 1 .44 (m. 2 H), 1 .28 (m, 5 H). 
10 1 .2 1 (s, 3 H), 0.79 (d, J = 6.2. 3 H), 0.70 (d, J = 6.2, 3 H). 

EXAMPLE 104 

ffl^-5-(4-Chlorobutvl V 1 .2^ihvdro.2^.4-trimethvl-5W-chromenor3.4-r1quinoline 
(Compound 204. structure 32 of S cheme IX. where R=4-chlorobutvn 

15 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 
(83 mg) and l-bromo-4-chlorobutane to afford 2.2 mg (27%) of Compound 204 as a yellow 
oil. Data for Compound 204: Rf = 0.38 (silica gel, 25% EtOAc: Hexane); *H NMR (400 
MHz, CDCI3) 7.59 (d, J m 8.0, 1 H). 7.43 (d, / = 8.3, 1 H), 7.13 (t, J = 7.7, 1 H), 7.00 (t, 
J = 8.4, 1 H), 6.91 (d, J = 7.8, 1 H), 6.57 (d, J = 8.3. 1 H), 5.86 (d, J = 10.4, 1 H), 5.49 

20 (s. 1 H), 3.90 (br s. 1 H). 2.25 (s. 3 H). 1 .83 (m. 2 H). 1 .4 1 (m. 4 H). 1 .29 (s. 3 H), 1 .20 (s, 3 
H).0.84(t,/= 7.3, 2 H). 

EXAMPLE 105 

fJg/Sl-S-Benzvl-l ^ihvdro-2.2.4-trimethvl-5/ f-chromenor3.4-f1ouinoline (Compound 205. 

25 structure 32 of Scheme IX. where R=benzvD 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 
(16.8 mg) and benzylmagnesium chloride to afford 2.6 mg (16%) of Compound 205 as a 
yellow oil. Data for Compound 205: TLC: Rf= 0.20 (silica gel, 25% EtOAc: Hexane); 
*H NMR (400 MHz, CDCI3) 7.66 (d, / = 7.8. 1 H), 7.48 (d, / = 8.4, 1 H). 7.30-7.15 (m. 6 

30 H). 7.10 (t, J = 7.8. 1 H). 6.89 (d, / = 8.4. 1 H). 6.61 (d, J = 8.4. 1 H). 6.13 (dd, J = 10.2, 
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3.4, 1 H), 5.49 (s, 1 H), 3.92 (br s, 1 H), 3.1 1 (dd, J = 14.6, 10.2, 1 H), 2.73 (dd, / = 14.6, 
3.4, 1 H). 2.31 (s, 3 H), 1.54 (s, 3 H), 1.29 (s, 3 H). 

EXAMPLE 106 
5 (Jre>-5-f4-BrorrobutvlM.2-dihvdro-2.2.^^ 

(Compound 206. structure 32 of Scheme IX. where R=4-bromohotvn 
This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 159 
(13.7 mg) and 1,4-dibromobutane to afford 6.0 mg (45%) of Compound 206 as a yellow oil. 
Data for Compound 206: Rf = 0.22 (silica gel, 1 : 1 CrfcCfe/hexane); *H NMR (400 MHz, 
10 CDC1 3 ) 7.59 (d, / = 8.0, 1 H), 7.44 (d, J = 8.3, 1 H), 7.12 (t. J = 7.7. 1 H). 6.98 (t, J = 
8.0, 1 H), 6.93 (d, J = 8.0. 1 H), 6.57 (d, J = 8.3. 1 H), 5.85 (d, / = 10.4. 1 H). 5.49 (s, 1 
H), 3.90 (s, 1 H), 2.25 (s, 3 H). 1.83 (m, 2 H), 1.41 (m, 4 H), 1.29 (s, 3 H), 1.20 (s, 3 H), 
0.84 (t,7= 7.3. 2 H). 

15 EXAMPLE 107 

9-Fluoro-1.2^»hvdro-2.2.4-trimethvl-S^:oui narinor3.4.flnuinoline fCompound 207 
structure 41 of Sc heme XI. where R»=H. r2bF\ 

5-Fluoro-2-methoxvphenvlboronic acid f st ructure 37 nf Scheme XI. where Rl=H r2=F) 
In a 200-mL flask, a solution of 2-bromo-4-fluoroanisole (Aldrich: 4.00 mL, 30.8 mmol) in 

20 THF (50 mL) was cooled to -78°C (CO2/IPA). To this solution n-BuLi (Aldrich: 2.5 M in 
hexanes; 12.4 mL, 31 mmol, 1.0 equivuiv) was added dropwise over a 30 min period. The 
reaction mixture was stirred at -78°C for 60 min and treated with trimethylborate (Aldrich: 
10.5 mL, 92.4 mmol, 3.0 equivuiv). The reaction mixture was allowed to slowly warm to rt, 
stirred overnight (12 h), and cooled to 0 °C (ice/H20). The solution was treated with 5% 

25 HC1 until the pH reached 6. The reaction mixture was poured into sat'd NH4CI (80 mL) and 
extracted with CH2CI2 (3 x 100 mL). The extracts were washed with sat'd NH4CI (1 x 80 
mL), combined, dried (MgS04), filtered through a pad of Celite™, and concentrated to 
afford 4.90 g (94%) of a white semi-solid. Data for 5-fluoro-2-methoxyphenylboronic acid: 
*H NMR (400 MHz, acetone-d*): 7.47 (dd, J m 8.8, 3.3. 1 H); 7.17 (m. 1 H); 7.05 (dd. J = 

30 9.0, 3.9, 1 H); 3.93 (s, 3 H). 
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^t».thv1 r < ?'-flnnro-2'-methoxv-4-nitrt>-2-biDhenv1')carfaoxvlate (structure 39 of Scheme XI. 
where Rl=H. r2=F) In a 250-mL flask, a solution of methyl (2-bromo-5-nitro)benzoate 
(Compound 38, Scheme XI) (AJdrich: 5.00 g, 19.2 mmol) in DME (60 mL) was treated 
with tetrakis(triphenylphosphine)palladium (Aldrich: 0.67 g, 0.58 mmol, 3.0 mol%). The 

5 reaction mixture was stirred at rt for 10 min. A solution of 5-fluoro-2- 

methoxyphenylboronic acid (4.90 g, 29 mmol, 1.5 equivuiv) in EtOH (8 mL) was added, 
followed by 2.0 M Na2C03 (29 mL, 58 mmol, 3 equivuiv). The reaction mixture was 
heated to 80 °C for 6 h, cooled to rt, poured into 2.0 M Na2CC>3 (100 mL), and extracted 
with EtOAc (3 x 100 mL). The extracts were washed with brine (1 x 100 mL), combined, 

10 dried (MgS04), filtered, and concentrated to an orange oil. Purification by SGC 

(hexane/EtOAc, 10/1) afforded 4.25 g (72%) of methyl (5'-fluoro-2'-methoxy-4-nitro-2- 
biphenyl)carboxylate as a yellow-orange solid. Data for me*yl-(5*-fluoro-2 -methoxy-4- 
nitro-2-biphenyl)carboxylate: *H NMR (400 MHz, CDCI3) 8.73 (d, J = 2.4, 1 H); 8.39 
(dd, J = 8.3. 2.4, 1 H); 7.49 (d, J = 8.3. 1 H); 7.09 (td, J = 8.5, 3.1, 1 H); 7.00 (dd, J = 

1 5 8.5. 3. 1 . 1 H); 6.85 (dd. J = 8.9, 3.2, 1 H); 3.76 (s, 3 H); 3.70 (s, 3 H). 

5VFluoro.2'.methoxv-4-nitro -2-biphenvlcafboxvlicacid In a 200-mL flask, a solution of 
methyl (5 -fluoro-2'-niemoxy-4-nitro-2-biphenyl)carboxylate (4.24 g. 13.9 mmol) inTHF 
(50 mL) was cooled to 0 °C (ice/H2C» and treated with EtOH (10 mL) and 20% KOH (10 

20 mL). The reaction mixture was allowed to warm to rt and stirred overnight, acidified to 
pHIO (pH paper) with 10% HC1, and extracted with EtOAc (3 x 75 mL). The extracts were 
washed with brine (1 x 80 mL), combined, dried (MgS04), filtered, and concentrated to 
afford 3.68 g (91%) of 5 , -nuoro-2 , -nTemoxy^mtn>2-biphenylcarboxylic acid as a yellow 
solid. Data for 5 , -fluon>-2 , -methoxy-4-nitio-2-biphenylcarboxylic acid: *H NMR (400 

25 MHz. acetone-d*): 8.68 (d. J « 2.6. 1 H); 8.46 (dd. J - 8.5. 2.6, 1 H); 7.68 (d, J = 8.5, 1 
H); 7.16 (m. 2 H); 7.05 (dd, J « 8.8, 4.4, 1 H); 3.73 (s, 3 H). 

6-F»uoro-2-nitTo-3.4-beny-ncoumarin In a 250-mL flask, a suspension of S'-fluoro-y- 
memoxy-4-nitn>-2-biphenylcarboxylic acid (3.60 g, 12.3 mmol) in dichloroethane (30 mL) 
was treated with SOCI2 (0.92 mL, 12.6 mmol, 1 .0 equivuiv) and heated to a gentle reflux 
30 for 90 min. The reaction vessel was cooled to 0 °C (ice/H20) and AICI3 (0.9 1 g, 6.8 mmol, 
0.55 equivuiv) was added portion-wise. The reaction mixture was allowed to slowly warm 
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to rt, stirred 5 h, and quenched with 5% HC1 (100 mL). The crude product was extracted 
with EtOAc (4 x 150 mL). The extracts were washed with safd NH4CI (1 x 100 mL), 
combined, dried (MgS04), filtered, and concentrated to afford 3.19 g (quant) of 6-fluoro-2- 
nitro-3,4-benzocoumarin as a yellow solid. Data for 6-fluoro-2-nitro-3,4-ben2ocoumarin: 
5 lH NMR (400 MHz, DMSO-de): 8.84 (d, J = 2.3, 1 H); 8.67 (m, 2 H); 8.40 (d, J = 9.2. 1 
H); 7.55 (m, 2 H). 



2-Arnino-6-fluoro-3.4-hen7xx;oumarin (stnicture 40 of Sc heme XT. whre Rl=H, r2=F) in 
a 500-mL flask, a suspension of 6-fluoro-2-nitro-3,4-benzocoumarin (3.18 g, 12.2 mmol) in 
EtOAc (300 mL) was treated with 10% Pd/C (2.0 g) and AcOH (0.2 mL), and stirred under 
an atmosphere of H2 for 1 h. The reaction mixture was filtered and the solids rinsed with 
acetone (200 mL). Concentration of the filtrate afforded 2.19 g (78%) of 2-amino-6-fluoro- 
3,4-beiizocoumarin as a yellow solid. Data for 2-anuno-6-fluoro-3,4-benzocoumarin: *H 
NMR (400 MHz. acetone-d*): 8.09 (d, J = 8.6. 1 H); 7.86 (dd, J = 9.8. 3.0, 1 H); 7.55 (d. 
J = 2.6. 1 H); 7.33 (dd, J = 9.2, 4.9, 1 H); 7.28 (dd, J = 9.2. 2.6, 1 H); 7.17 (dt, J = 3.0, 
9.0). 



9-FluprO- 1 .2 . ^ihYdro-2.2.4-trimethvl-S-isocoum a rin n r3.4./lmiinnHne fCoTnnni.nrt ^07 , 
structure 41 of Scheme XT. where Rl=H h2=^ In a 200-mL resealable pressure tube, a 
20 suspension of 2-amino-6-fluoro-3,4-benzocoumarin (1.10 g) in acetone (100 mL) was 

treated with iodine (Aldrich: 0.50 g) and heated to 1 10 °C for 32 h. The reaction mixture 
was cooled to rt, concentrated to remove the bulk of the acetone, and dissolved in CH2CI2 
(200 mL). The organic layer was washed with 0.5 N Na2S203 (2 x 200 mL) and safd 
NaHC03 (1 x 100 mL). The aqueous layers were extracted with CH2CI2 (2 x 100 mL). 
25 The combined organic layers were dried (K2CO3), filtered, and concentrated to afforded ar 
orange solid. Purification by SGC (hexane/EtOAc, 5/1) afforded 0.51 g (34%) of 
Compound 207 as a bright yellow solid. Data for Compound 207: *H NMR (400 MHz. 
acetone-d«) 7.96 (d,/= 8.6. 1 H); 7.83 (dd, J * 10.0, 2.9, 1 H); 7.30 (dd, J = 9.0, 4.9, 1 
H); 7.22 (d, J = 8.6, 1 H); 7.17 (m, 1 H); 6.25 (br s. 1 H); 5.54 (s, 1 H); 1.30 (s. 6 H). The 
30 acetone multiplet obscures the C(4) methyl group. 
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EXAMPLE 108 

g_ ^ .,« pw1 ^ihvdro-2 9 4-trimethv1-5 ^numarinor3.4-flQuinoline (Compound 208, 
stnir.niH. 41 of frh^e XI. where R*=F. R2=H) 

2-Bromo-S.fluAmanisole (structure 36 of Scheme XI. where R 1 =F. R^H) In a 250 mL 
5 r.b. flask, a solution of 2-bromo-5-fluorophenol (Lancaster. 7.0 mL, 64 mmol, 1 .0 equivuiv) 
in acetone (140 mL) was treated with iodomethane (Aldrich: 4.8 mL, 77 mmol, 1 .2 
equivuiv), potassium carbonate (8 g), and water (1 mL). The reaction mixture was heated at 
reflux for 6 h, cooled to rt, clarified with H2O (40 mL), and the bulk of the volatiles was 
removed under reduced pressure. The reaction mixture was extracted with EtOAc (3 x 120 
10 mL); the extracts were washed with brine ( 1 x 80 mL), combined, dried (K2CO3). filtered, 
and concentrated to a clear oil. Bulb-to-bulb distillation (60-65 °C, 0.7 Torr) afforded 13.22 
g (quant) of 2-bromo-5-fluoroanisole as a colorless liquid. Data for 2-bromo-5- 
fhioroanisole: *H NMR (400 MHz, CDCI3): 7.46 (dd, J = 10.6, 8.7, 1 H); 6.64 (dd, J = 
10.4, 2.8, 1 H); 5.58 (dt, J = 10.4, 2.4, 1 H); 3.88 (s, 3 H). 

15 

4-Fluoro-2-inethoxvDhenvlhoronic aci d (structure 37 of Scheme XI. where R ! =R R^H) 
In a 100 mL r.b. flask, a solution of 2-bromo-5-fluoroanisole (5.50 g, 26.8 mmol, 1 .0 
equivuiv) in THF (30 mL) was cooled to -78°C (CO2/IPA) and n-BuLi (2.5 M in hexanes; 
10.7 mL, 27 mmol, 1 .0 equivuiv) was added via syringe over a 15 min period. The reaction 

20 mixture was stirred at -78°C for 45 min. Trimethylborate (Aldrich: 9. 1 mL, 80 mmol, 3.0 
equivuiv) was added slowly via syringe. The reaction mixture was allowed to warm to rt, 
stirred an additional 10 h, and cooled to 0 °C. The reaction mixture was brought to pH6 
with 5% HQ, poured into safd NH4Q (60 mL). and extracted with methylene chloride (3 x 
80 mL). The extracts were washed with safd NH4CI ( 1 x 50 mL), combined, dried 

25 (MgS04), filtered, and concentrated to afford 4.22 g (93%) of crude 4-fluoro-2- 
methoxyboronic acid as a white solid, which was used without further purification. 

7-Fluon>-2-nitm-3.4-henzocoumarin In a 200 mL r.b. flask, a solution of 2-bromo-5- 
nitrobenzoic acid (Compound 43, Scheme XD) (Aldrich: 4.10 g, 16.7 mmol, 1.0 equivuiv) 
30 in DME (65 mL) was treated with tetrakis(triphenylphosphine) palladium (Aldrich: 038 g, 
0.50 mmol, 3.0 mol%). The reaction mixture was stirred at rt for 10 min. A solution of 4- 
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fluoro-2-mcthoxyphenylboronic acid (4.20 g, 25 mmol, 1 .5 equivuiv) in EtOH (10 mL) was 
added, followed by 2.0 M Na2C03 (30 mL). The reaction mixture was heated to 80°C for 6 
h v cooled to rt, poured into 5% HC1 (100 mL), and extracted with EtoAc (3 x 100 mL). The 
extracts were washed with sat'd NH4CI (1 x 100 mL) and brine (1 x 100 mL), combined, 
5 dried (MgS04), Altered, and concentrated to an orange solid. This crude material, 

consisting of impure 4 , -fluon>-2 , -methoxy^nitro-2-biphenyIcarboxylic acid (structure 44 of 
Scheme XII, where R ] =F, r2=H), was suspended in 1,2-dichloroethane (80 mL), treated 
with thionyl chloride (1.2 mL), and heated at reflux for 90 min. The reaction mixture was 
cooled to rt, treated with aluminum trichloride (0.4 g), and allowed to react overnight (1 1 h). 

10 The reaction mixture was poured into 20% KOH (80 mL) and extracted with methylene 
chloride (3 x 80 mL). The extracts were combined, dried (MgS04), filtered, and 
concentrated to an orange oil. The crude materia] was dissolved in methylene chloride (50 
mL), adsorbed onto Celite™ (1 g), and concentrated to a fluffy orange powder. This 
powder was applied to a pad of silica gel in a 250 mL Buchner funnel (50 x 50 mm). The 

15 pad was rinsed with 1 00 mL of 2: 1 hexane:EtOAc, which was discarded, and then 400 mL 
of 1:1 hexane:EtOAc. The filtrate was concentrated to afford 2.08 g (48%) of 7-fluoro-2- 
nitro-3,4-benzocoumarin as an orange solid. Data for 7-fluoro-2-nitro-3,4-benzocoumarin: 
*H NMR (400 MHz, acetone-de) 9.02 (d. / = 2.4, 1 H); 8.71 (dd, J = 8.8, 2.4, 1 H); 8.65 
(d, J m 8.8, 1 H); 8.53 (dd, J m 9.6, 6.1, 1 H); 7.34 (m, 2 H). 

20 

2-Amino-7 -fluoro-3.4-benzocoumarin f structure 40 of Scheme XII. where R*=F. R2=H) in 
a 250-mL flask, a suspension of 7-fluoro-2-nitro-3,4-benzocoumarin (2.04 g, 7.9 mmol) in 
EtOAc (150 mL) was treated with 10% Pd/C (1.2 g) and AcOH (0.2 mL), and stined under 
an atmosphere of H2 for 1 h. Hie reaction mixture was filtered and the solids rinsed with 
25 acetone (200 mL). Concentration of the filtrate afforded 1 .61 g (89%) of 2-amino-7-fluon>- 
3,4-benzocoumarin as a yellow solid. Data for 2-amino-7-fluoro-3,4-benzocoumarin: *H 
NMR (400 MHz, acetone^) 8.15 (dd, J ■ 9.6, 6.1, 1 H); 8.05 (d, J - 8.6, 1 H); 7.55 (d, J 
=5 2.5, 1 H); 7.28 (dd, J = 8.6, 2.5, 1 H); 7.14 (m, 1 H); 7.12 (d,J = 9.6, 1 H); 5.4 (br s, 2 
H). 

30 8-FluoftM.2^ihvdn>»2.2.4-rt^ (Compound 208. 

structure 39 of Scheme X I. where R*=R R^H) In a 200-mL resealable pressure tube, a 
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suspension of 2-amino-7-fluoro-3,44>enzocoumarin (1.61 g) in acetone (100 mL) was 
treated with iodine (Aldrich: 0.50 g) and heated to 1 10°C for 32 h. The reaction mixture 
was cooled to rt, concentrated to remove the bulk of the acetone, and dissolved in CH2CI2 
(200 mL). The organic layer was washed with 0.5 N Na2S203 (2 x 200 mL) and safd 

5 NaHC03 (1 x 100 mL). The aqueous layers were extracted with CH2CI2 (2 x 100 mL).. 
The combined organic layers were dried (K2CO3). filtered, and concentrated to afford an 
orange solid. Purification by SGC (hexane/EtOAc, 5/1) afforded 0.46 g (21%) of 
Compound 208 as a bright yellow solid. Data for Compound 208: *H NMR (400 MHz, 
acetone-d*) 8.12 (dd, J = 9.6, 5.9, 1 H); 7.92 (d, J = 9.6, 1 H); 7.22 (d, J = 8.6, 1 H); 7.1 1 

10 (m, 2 H); 6.1 (br s. 1 H); 5.53 (d, J = 1 .2, 1 H); 1.29 (s, 6 H). The acetone multiplet 
obscures the C(4) methyl group. 

EXAMPLE 109 

Q4^1om-L2^ihvdn>-2.2^ (Compound 209, 

15 structure 41 of Scheme XI. where Rl=H. R2=C1) 

2-Bromo-4-chloroanisole (structure 36 o f Scheme XI. where R'=H. R2=C1> In a 250 mL 
r.b. flask, a solution of 2-bromo-4-chlorophenol (Lancaster: 1 6.94 g, 8 1 .6 mmol, 1 .0 
equivuiv) in acetone (160 mL) was treated sequivuentially with iodomethane (6.10 mL, 98 
mmol, 1.2 equivuiv), potassium carbonate (12 g), and water (4 mL). The reaction mixture 

20 was heated at reflux for 3 h, cooled to rt, and the bulk of the volatiles was removed under 
reduced pressure. The residue was poured into water (140 mL) and extracted with EtOAc (3 
x 150 mL). The extracts were washed with brine (1 x 100 mL), combined, dried (K2CO3), 
filtered through a pad of Celite™, and concentrated to a clear oil. Short-path distillation 
(80-85 °C, 1 Toit) afforded 17.74 g (98%) of 2-bromo-4-chloroanisole as a clear liquid. 

25 Data for 2-bromo-4-chloroanisole: *H NMR (400 MHz, acetone-d*) 7.53 (d, J = 2.5, 1 
H); 7.24 (dd, J m 9.7, 2.5, 1 H); 6.81 (d, J = 9.7, 1 H); 3.88 (s, 3 H). 

5-Oiloro-2-methoxvphenvlboromc acid ( s tructure 37 of Scheme XI. where R ! =H. R^CD 
This compound was prepared in a manner similar to that of 5-fluoro-2- 
30 methoxyphenylboronic acid (EXAMPLE 107) from 2-bromo-4-chloroanisole (2.00 g, 9.0 
mmol, 1 .0 equivuiv), n-BuLi (2.5 M in hexanes; 3.62 mL, 9.0 mmol, 1 .0 equivuiv), and 
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trimethylborate (3.0 mL. 26 mmol, 2.9 equivuiv) to afford 1.30 g (77%) of crude 5-chloro-2- 
methoxyphenylboronic acid as a white semi-solid. This compound was used in the next 
reaction with no further purification. 



5 MethYl fS'^hloro-2Vine^oxv-4.nitro-2-bii>henvlV^rtoxvl a t ft future 39 nf ^h«~, vt 
where Rl=H, R 2 ^!) This compound was prepared in a manner similar to that of methyl- 
(5 , -nuoro-2^memoxy-4-nitro-2-biphenyl)carboxylate (EXAMPLE 107) from methyl 2- 
bromo-5-nitrobenzoate (1.25 g, 4.8 mmol, 1.0 equivuiv), tetrakis(triphenylphosphine) 
palladium (Aldrich: 0.16 g, 0.14 mmol, 2.9 mol%). and 5-chloro-2-methoxyphenylboronic 
10 acid (1.30 g. 6.9 mmol, 1.5 equivuiv) to afford 0.85 g (55%) of methyl-5^hloro-2*- 

methoxy^-nitro-2-biphenylcarboxylate as a yellow-orange solid. Data for methyl-S'-chloro- 
2'-methoxy-4-nitro-2-biphenylcarboxylate: *H NMR (400 MHz, CDCI3): 8.73 (d, J = 2.4. 
1 H); 8.38 (dd. J = 8 J, 2.5. 1 H); 7.49 (d, / = 8.5, 1 H); 7.36 (dd, J = 8.7, 2.5, 1 H); 7.23 (d. 
/ = 2.5. 1 H); 6.85 (d, J = 8.7. 1 H); 3.76 (s. 3 H); 3.70 (s. 3 H). 

15 

5 . :^lorp-2'^hoxY-4- P imv?..hiphenylcarboxvMc arid This compound was prepared in a 
manner similar to that of 5Vfluoro-2Vinethoxy-4-nitro-2-biphenylcarboxy!ic acid 
(EXAMPLE 107) from memyl-5^oro-2Vmemoxy^nitro-2-biphenylcarboxylate (0.83 g, 
2.6 mmol) to afford 0.75 g (95%) of 5--chloro.2'-methoxy-4- n itro-2-biphenylcarboxylic acid 
as a yellow solid. Data for (5'-chloro-2"-me^ 1 H 
NMR (400 MHz, acetone-d«) 8.69 (d, J = 2.5. 1 H); 8.46 (dd, / = 8.3. 2.6. 1 H); 7.68 (d, J 
= 8.5. 1 H); 7.41 (dd, J = 8.9, 2.7. 1 H); 7.33 (d. / = 2.8, 1 H); 7.08 (d, J = 8.6, 1 H)- 3 75 
(s. 3 H). 



20 



25 



30 



frChlorp-2-nitro-3.4-be pZ ocoumarin This compound was prepared in a manner similar to 
that of 6-nuoro-2-nitro-3,4-benzocoumarin (EXAMPLE 107) from 5'-chloro-2 , -methoxy-4- 
nitro-2-biphenylcarboxyIic acid (0.74 g, 2.3 mmol), SOCl 2 (0.17 mL, 2.3 mmol), and AICI3 
(0.30 g, 2.5 mmol) to afford 0.64 g (quant) of 6<:hloro-2-nitro-3,4-benzocournaiin as a 
yellow solid. Data for 6-chloro-2-nitio.3.4.beiizoa>umarin: *H NMR (400 MHz, acetone- 
do) 9.04 (d. J = 2.3, 1 H); 8.73 (m, 2 H); 8.51 (d. J = 2.4. 1 H); 7.72 (dd. J = 8.6. 2.4. 1 
H);7.50(d.7= 8.7. 1 H). 
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?.Aminn-r^h1oro-3. 4-henzocoumarin (structure 40 of Scheme XL where R*=H. R2=C1> 
This compound was prepared in manner similar to that of 2-amino-6-fluoro-3,4- 
benzocoumarin from 6-chloro-2-nitro-3,4-benzocoumarin (0.64 g, 2.3 mmol) to afford 0.50 
5 g (88%) of 2-amino-6-chloro-3 ,4-benzocoumarin as a yellow solid. Data for 2-amino-6- 
chloro-3,4-benzocoumarin: *H NMR (400 MHz, acetone -de) 8.1 1 (m, 2 H); 7.55 (d, / = 
2.5, 1 H); 7.39 (dd. J - 8.6, 2.5, 1 H); 7.28 (m, 2 H). 

9^1oro-1.2^ihvdro-2 -2-4-rrimethvl-5-coumarinor3.4-flQuinoKne (Compound 209. 

10 structure 41 of Scheme XI. where Rl=H. r2=C1) This compound was prepared in a 

manner similar to that of Compound 207 from 2-amino-6-chloro-3 ,4-benzocoumarin (0.50 
g) to afford 0.14 g (21%) of Compound 209 as a bright yellow solid. Data for Compound 
209: *H NMR (400 MHz. acetone-de): 8.10 (d, / = 2.4, 1 H); 8.00 (d, J = 8.7, 1 H); 7.39 
(dd, J = 8.7, 2.3, 1 H); 7.26 (d, J = 8.8, 1 H); 7.23 (d, J = 8.6, 1 H); 5.55 (s, 1 H); 1 .30 (s, 

15 6 H). The acetone multiplet obscures the C(4) methyl group. 

EXAMPLE 110 

rJZ/^5-Butvl-9-fluoro -1.2-dihvdro-2.2.^ 

(Compound 210. struc ture 42 of Scheme XI. where R=n-butvl. R ] =H. R2=F) 
20 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(0.53 g, 1.7 mmol) and n-BuLi (2.5 M in hexanes, 2.7 mL, 6.8 mmol, 4.0 equivuiv) to afford 
0.34 g (57%) of Compound 210 as a yellow foam. Data for Compound 210: *HNMR 
(400 MHz, acetone^): 7.54 (d. J = 8 J, 1 H); 7.49 (dd. / = 10.2, 2.9, 1 H); 7.03 (dd. J = 
8.8, 4.9. 1 H); 6.88 (dt, / = 2.9, 8.8. 1 H); 6.75 (d. J = 8.5. 1 H); 5.80 (br s, 1 H); 5.49 (s, 1 
25 H); 4.83 (t, J m 7.6, 1 H); 236 (q, J - 7.5, 2 H); 2.05 (s, 3 H); 1.46 (sextet. J = 7.4. 2 H); 
1.10 (br s, 8H); 0.93 (t, / = 7.4, 3 H). 

EXAMPLE 111 

ri?/.^5.BuM^flufiro-1.2^ihvdi^ 
30 (Compound 211. structure 42 of Schem e XI. where R=n-butvl. R*=F. R^KT) 
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This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 208 
(29 mg, 0.09 mmol) and n-BuLi (2.5 M in hexanes, 0. 1 6 mL, 0.40 mmol) to afford 6.5 mg 
(20%) of Compound 211 as a yellow foam. Data for Compound 211: *H NMR (400 MHz, 
acetone-d*): 7.77 (dd, J = 8.7, 6.3, 1 H); 7.51 (d, J = 8.5, 1 H); 6.85 (m, 3 H); 5.80 (or s, 
5 1 H); 5.49 (s. 1 H); 4.84 (t, J = 7.5. 1 H); 2.37 (q. / = 7.5, 2 H); 2.07 (s, 3 H); 1 .47 (sextet, 
J = 7.4, 2 H); 1.10 (or s, 8H); 0.93 (t, J = 7.4, 3 H). 

example^ 

(Jj/5>-5-f 3-Cblorophenvl V9-fluoro- 1 ^-dihvdro-2.2.4-trimethvl-5H-c hroin e nof 3.4- 
10 flquinoline (Compound 212. structure 42 of Scheme XI. where R=3-ch lorophenvl. R 1=H. 
R2=F> 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(50 mg, 0.16 mmol) and 3-bromochlorobenzene (120 mL) to afford 46 mg (70%) of 
Compound 212 as a colorless solid. Data for Compound 212: *H NMR (400 MHz, 
15 acetone-d*): 7.56 (d, J = 8.4, 1 H); 7.36 (dd, / = 9.8, 2.9, 1 H); 7.25 (m, 4 H); 6.95 (s, 1 
H); 6.85 (d, / = 8.5, 1 H); 6.81 (m. 1 H); 6.74 (td, J = 8.5, 2.9. 1 H); 5.51 (s, 1 H); 2.00 (d, 
J= 1.0,3H);U8(s,3H);126(s,3H). 

EXAMPLE 113 

20 (fl/^5-f4-Chloro-3-meth vlnhenvl V9-fluoro- 1 .2^ihvdro-2.2.4-trimethvl-5f/-chromenof 3.4- 
flquinoline (Compound 213. structure 42 of Scheme XI. wh ere R=4-chloro-3-mcthvlphenvl. 
Rl=H.R2=Fi 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(50 mg, 0.16 mmol) and 5-bromo-2-chlorotoluene (0.21 g) to afford 42 mg (62%) of 
25 Compound 213 as a colorless solid. Data for Compound 213: *H NMR (400 MHz, 

acetone-d^): 7.55 (d, J = 8.4, 1 H); 7.34 (dd, J = 10.0, 2.8. 1 H); 7.22 (m, 2 H); 7.00 (br d, J 
= 10.3, 1 H); 6.89 (s, 1 H); 6.84 (d, J = 8.4, 1 H); 6.75 (m, 2 H); 5.49 (s, 1 H); 2.24 (s, 3 H); 
1.99 (d, / = 1.2, 3 H); 1.27 (s, 3 H); 1.25 (s, 3 H). 
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EXAMPLE 114 
rg/.^.W4-CfrloroDhenvlV9-fluoro -l^^ 

flgiiinoHne rCnnrooun d 214. structure 42 of Scheme XI. where R=4-chlorophenvl. Rl=H. 
5 R^F) 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(50 mg, 0.16 rnmol) and 4-bromochlorobenzene (0.19 g) to afford 33 mg (50%) of 
Compound 214 as a pale yellow oil. Data for Compound 214: *H NMR (400 MHz, 
acetone-^) 7.55 (d, J = 8.4, 1 H); 7.34 (dd, J = 10.0, 2.8, 1 H); 7.27 (d, J = 8.6, 2 H); 7.22 
10 (d, / = 8.6, 2 H); 6.92 (s, 1 H); 6.84 (d, J = 8.5, 1 H); 6.75 (m, 2 H); 5.60 (br s, 1 H); 5.48 
(d, J = 1 .3, 1 H); 1.99 (d, J = 1.3, 3 H); 1.27 (s, 3 H); 1.24 (s, 3 H). 

EXAMPLE US 
f/t/^9-Fluoi^l.2^ihvdro-5-(4-memoxvpte^ 
15 flouinoline rComnound 215. structure 42 of Scheme XI. where R=4-methoxvphenvl. R*=H. 

S?=D 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(50 mg, 0.16 mmol) and 4-bromoanisole (0.13 mL) to afford 8 mg (12%) of Compound 215 
as a pale yellow oil. Data for Compound 215: *H NMR (400 MHz, acetone-d«) 7.53 (d, J 
20 = 8.4. 1 H); 7.34 (dd, J = 10.0, 2.8, 1 H); 7.1 1 (d, J = 8.8, 2 H); 6.86 (s, 1 H); 6.82 (d, J = 
8.4, 1 H); 6.76 (d, / = 8.6, 2 H); 6.70 (m, 2 H); 5.6 (br s, 1 H); 5.46 (s, 1 H); 3.70 (s, 3 H); 
1.99 (s, 3 H); 1.26 (s, 3 H); 1.23 (s, 3 H). 

EXAMPLE 116 

25 (jy^-8-Ruoro-1.2-dihvdro-5-mefto^ 

fComr»o U nd 216. structure 47 of Sche me XIV. where R ] =F. R^H. R 3 =methvl. X=Q) 
f Jg/.gW8-Fluoro- 1 .2-dihvdro-5-hvdroxv-2.2.4-trimeth vl-5ff-chromenor3.4-rlquinoline 
( structure 46 of Scheme XTV. where R>=F. R2=H) This compound was prepared in a 
manner similar to that of Compound 185 (EXAMPLE 85) from Compound 208 (1 70 mg) 

30 and DBALH (1.0 M in hexane; 1.25 mL) to afford 27 mg (16%) of (/VS)-8-fluoro-l^- 

dihydro-5-hydroxyl-2^,4-trimethyl-JH-chromeno[3,4-yiquinoline as a white solid. Data for 
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(/VS)-8-fluoro-l,2KiMydio-5-hydroxy-2£^^ lH 
NMR (400 MHz, acetone-de): 7.74 (dd. J = 8.6, 6.3. 1 H); 7.50 (d, J = 8.4, 1 H); 6.85 (s, 1 
H); 6.79(m, 2 H); 6.72 (dd, J = 9.9, 2.7, 1 H); 5.51 (d, / = 1.2, 1 H); 2.82 (s, 3 H); 1 .30 (s, 
3H); 1.17 (s, 3 H). 

5 

(/y^8-Puoro-1.2-rthvdro-5-metto^^ 

(Compound 216. structure 47 of Scheme XIV. where Rl=F. R 2 =H. R 3 =methvl X=m This 
compound was prepared in a manner similar to that of Compound 186 (EXAMPLE 86) 
from (R/S)-8-fluoro- 1 ^^ihydro-5-hydroxy-2^,4-trimethyl-5//-chromeno[3.4-/lquinoiine 
1 0 (24 mg) to afford 25 mg (quant) of Compound 216 as a white solid. Data for Compound 
216: *H NMR (400 MHz, acetone-de) 7.74 (dd, J = 8.5, 6.2, 1 H); 7 JO (d, J = 8.4, 1 H); 
6.85 (m, 2 H); 6.79 (d, J = 8.4. 1 H); 6.38 (s, 1 H); 5.52 (t. J = 1.0, 1 H); 3.46 (s. 3 H); 2.26 
(d, J m 1J2, 3 H); 1.31 (s. 3 H); 1.15 (s. 3 H). 

15 EXAMPLE 117 

(/?/5)-5-r4-Chloroohenvl V8.fl uoro- 1 ^-dihvdro-2^.4-trimethvl-5g-chrofnenof^ 4- 
flqujnpline (Compound 217. structure 42 of Sche m e XI. where R=4-chlorophenvl. Rl=F. 

E2=m 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 208 
20 (42 mg, 0. 1 3 mmol) and 4-bromochlorobenzene (0. 1 9 g) to afford 10 mg ( 1 8%) of 
Compound 217 as a pale yellow oil. Data for Compound 217: J H NMR (400 MHz, 
acetone-d«) 7.62 (dd, / = 8.6. 6.3. 1 H); 7.53 (d. J = 8.4, 1 H); 7.27 (d. / = 8.7, 2 H); 7.23 
(d, J = 8.7, 2 H); 6.96 (s, 1 H); 6.83 (d, J m 8.2. 1 H); 6.67 (m, 1 H); 6.58 (dd, 7= 8.7, 2.5, 1 
H); 5.48 (d, J = 13, 1 H); 1.99 (d, J = 1.2, 3 H); 1.26 (s. 3 H); 1.23 (s. 3 H). 

25 

EXAMPLE 118 

(/g/^9<aioro-544^hlorophen 

rlquinoline (Compound 218. structure 42 of Scheme XT. where R s 4-chlorophenvl. Rl=H. 

30 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.12 mmol) and 4-bromochlorobenzene (0.19 g) to afford 23 mg (44%) of 
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Compound 218 as an off-white oil. Data for Compound 218: *H NMR (400 MHz, 
acetone^) 7.59 (d, / - 2.5, 1 H); 7.58 (d, J = 8.4, 1 H); 7.27 (d, J = 8.6, 2 H); 7.22 (d, J = 
8.6, 2 H); 6.96 (dd, J = 8.5, 2.4, 1 H); 6.94 (s f 1 H); 6.84 (d, / = 8.4, 1 H); 6.78 (d, J = 8.5, 
1 H); 5.7 (br s, 1 H); 5.49 (d, J « 1.1, 1 H); 1.99 (d, 7=1.1,3 H); 1.27 (s, 3 H); 1.24 (s, 3 
5 H). 

EXAMPLE 119 

(ZlS-Butvlidene-1.2-dihvdro-2.2.^ (Compound 
219. structure 4 5 of Scheme XIII. where r!=r2=H. R3=n>prppvl) 

10 General Method 6: Prepara tion of compounds of structure 43 from Compound 159 or 

compounds of structure 39. This transformation involves the addition of a Grignaid reagent 
(or, alternatively, an organolithium reagent) to Compound 159 or compounds of structure 41 
followed by an acid catalyzed dehydration reaction. To a flame-dried flask charged with 
magnesium powder (8-10 equivuiv) and iodine (1-5%) under nitrogen was added one fourth 

15 of a solution of the corresponding benzyl bromide (or chloride) (8-10 equivuiv) in 2-3 mL 
of THF or ether. The mixture was allowed to stir for 5-10 min until the reaction initiated (a 
few drops of 1 ,2-dibromoethane might be necessary to initiate the reaction), and then the 
rest of the benzyl bromide (chloride) solution was added and the reaction went to 
completion in several min to give a colorless solution. The Grignard reagent solution was 

20 cannulated into a yellow solution of Compound 159 or a compound of structure 41 in 1-2 
mL of THF and the resulting dark red mixture was allowed to stir at rt for 20-66 rain until 
the red color faded. The reaction was quenched with water (5 mL) and extracted with ethyl 
acetate (2x15 mL). Removal of the solvent under reduced pressure afforded the crude 
lactol as a yellow oil, which was dissolved in 5 mL of methylene chloride and was treated 

25 with p-toluenesulfonic acid (5-10 mol%). The reaction was stirred at rt for 30 min and was 
quenched with a 2% NaOH aqueous solution (2 mL). The mixture was extracted with ethyl 
acetate (20 mL) and was washed with brine (5 mL), and was then concentrated. 
Chromatography of the crude mixture on a silica gel column using 10 % ethyl 
acetate/hexane as the eluent afforded the compound of structure 45 as a bright yellow oil or 

30 solid in good yield. 
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15 



(^5-PutVlldene-1.2-dihvdro-2.2.4-trim^^ 

219, structure 45 of Scheme XH1. where R Ur^h, nS—pHpy!) This compound was 
prepared by General Method 6 from 1.6 M bexane solution of n-butyllithium (0.2 mL, 0.32 
mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 4.8 mg (21 %) of Compound 219 
5 as a bright yellow oil. Data for Compound 219: Rf = 0.62 (silica gel, 25% EtOAc: hexane); 
*H NMR (400 MHz, acetone-do) 7.74 (d, J = 7.5, 1 H), 7.54 (d, J = 8.4, 1 H), 7.14 (t , J = 
7.5, 1 H). 7.03-6.98 (m, 2 H). 6.74 (d, / = 8.4, 1 H), 5.48 (s, 1 H), 4.81 (t, J = 7.5, 1 H), 
2.40-2.35 (m, 2 H), 2.09 (s, 3 H), 1.49-1.44 (m, 2 H), 1 .27 (br s, 6 H), 0.93 (t, J = 7.3, 3 H). 

10 EXAMPLE 12<i 

(?)-5-Benzylidepe-1 7-dihvdro-2.2.4-tri me thvl.5W-nh«. n ienor3.4.n 9 »inoline ffinmp nmfH 
220. structure 45 of Scheme Yin where R^R^H. RS-phenyn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from benzyl bromide 
(171 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 6.3 mg (25%) of 
Compound 220 as a bright yellow oil. Data for Compound 220: Rf = 0.50 (silica gel, 25% 
EtOAc: hexane); *H NMR (400 MHz, acetone-d 6 ) 7.82 (t, J = 7.6. 3 H). 7.64 (d, J = 8.4, 
1 H), 7.38 (t . / = 7.6, 2 H), 7.24-7.20 (m, 3 H), (7.09-7.06) (m, 1 H), 6.84 (d. / = 8.4, 1 
H), 5.68 (s, 1 H), 5.55 (s 1 H). 2. 1 1 (s, 3 H), 1.29 (br s, 6 H). 

20 EXAMPLE 121 

(ZV5-(4-FluorobenrYlidcnc)-1.2^^^ 

(Comppund 221 , Etnirfure 45 of Scheme XTTI when. r !=r2— h. Ti3=^f\un m ^n V n 
This compound was prepared by Genera] Method 6 (EXAMPLE 1 19) from 4-fluorobenzyl 
chloride (145 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 17 mg 
25 (63%) of Compound 221 as a bright yellow oil. Data for Compound 221: Rf = 0.56 (silica 
gel, 25% EtOAc: hexane); lH NMR (400 MHz, acetone-d6) 7.87-7.82 (m, 3 H), 7.64 (d, J 
= 8.4. 1 H). 7.22-7.05 (m, 5 H), 6.82 (d. J = 8.4. 1 H). 5.68 (s. 1 H). 5.54 (s, 1 H), 2.10 (s, 
3H), 1.32(brs,6H). 

EXAMPLE 122 

30 f^5-(4-Pron^bcnsYlidciie)-1.2-dfo^ 

f Compound 222 strormrr 45 of Scheme XTIL where R 1 =r2 =H . R^hm^ h, ^ 
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This compound was prepared by General Method 6 (EXAMPLE 119) from 4-bromobenzyl 
bromide (250 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 24 mg 
(82%) of Compound 222 as a bright yellow oil. Data for Compound 222: 1 H NMR (400 
MHz, acetone-d6) 7.83 (d, J = 8.4, 1 H), 7.77 (d, / = 8.6, 2 H), 7.65 (d, J = 8.4, 1 H), 7.55 
5 (d, J m 8.6, 2 H), 7.26-7.17 (m, 2 H), 7.1 1-7.06 (m, 1 H). 6.84 (d, J = 8.3, 1 H), 5.66 (s, 1 
H), 5.55 (s, 1 H), 2.09 (s, 3 H). 1.34 (br s. 6 H). 

EXAMPLE 123 

(ZVS-(3-Brornoben™lideneM.2-dihvdro-2.2.4 -rt^ 

10 ("Compound 223. structure 45 of Scheme Xm. where Rl=R2=H. R3 = 3-bromophenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from 3-bromobenzyl 
bromide (250 mg, 1.0 mmol) and Compound 159 (15 mg, 0.05 mmol) to afford 22 mg 
(98%) of Compound 223 as a bright yellow oil. Data for Compound 223: 1 H NMR (400 
MHz, acetone-d6) 8.03 (s, 1 H), 7.85 (d, J = 7.9, 1 H), 7.78 (d, J ■ 7.9, 1 H), 7.66 (d, J = 

15 8.4. 1 H), 7.41-7.17 (m, 4 H), 7.09 (t, J = 7.9, 1 H), 6.85 (d, J = 8.3, 1 H), 5.67 (s, 1 H), 
5.55 (s, 1 H), 2.10 (s, 3 H), 133 (br s, 6 H). 

EXAMPLE 124 

(Z^-5-f3-Chlorobenzv lideneVl^-dihvdro-2^.4-trimethvl-5tf-chromenof3.4-fl 
20 (Compound 224. structure 45 of Scheme Xm. where r!=r2=H. R3 s 3-chlorophenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from 3-chlorobenzyl 
chloride (161 mg, 1.0 mmol) and Compound 159 (10 mg, 0.035 mmol) to afford 6.3 mg 
(45%) of Compound 224 as a bright yellow oil. Data for Compound 224: Rf = 0.33 (silica 
gel, 25% EtOAc: hexane); NMR (400 MHz, acetone-d6) 7.88-7.85 (m, 2 H), 7.72 (d, J 
25 = 8.0. 1 H), 7.67 (d, J = 8.4, 1 H), 7.40 (t, / = 8.0, 1 H). 7.26-7^0 (m. 3 H). 7.12^7.08 (m, 
1 H). 6.85 (d, J = 8.4, 1 H), 5.68 (s, 1 H), 5.56 (s, 1 H), 2.10 (s, 3 H). 1.29 (br s, 6 H). 

EXAMPLE 125 

fZV5-(3-F1uorobergvlideneyi.2-dihvd^ 
30 fCompound 225. structure 45 of Scheme XIII. where R»=R2=H. R3=3-fluorophenvI) 
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This compound was prepared by General Method 6 (EXAMPLE 1 19) from 3-fluorobenzyl 
bromide (189 mg, 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 5.4 mg 
(20%) of Compound 225 as a bright yellow oil. Data for Compound 225: Rf = 0.50 (silica 
gel, 25% EtOAc: hexane); *H NMR (400 MHz. acetone-d6) 7.85 (d, J = 7.9. 1 H), 7.66 (d. 
5 J = 8.6. 2 H). 7.52 (d, J = 7.9, 1 H). 7.43-7.38 (m, 1 H). 7.25-7.23(m. 2 H). 7.1 1-7.07 (m. 
1 H). 7.02-6.97 (m. 1 H). 6.85 (d, J m 8.6. 1 H), 5.70 (s, 1 H), 5.55 (s. 1 H). 2.10 (s, 3 H), 
1.29(brs,6H). 

EXAMPLE 1 26 

10 ra-M2<frlorobenzylidene)-1.2-dihvdro-2.2.^ 

(Compound 226. structure 45 of Scheme CTT , where R*=r2=H. RS^-chlrYmphenYf) This 
compound was prepared by General Method 6 (EXAMPLE 1 19) from 2-chlorobenzyl 
chloride (161 mg. 1.0 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 8.4 mg 
(30%) of Compound 226 as a bright yellow oil. Data for Compound 226: Rf = 0.44 (silica 

15 gel, 25% EtOAc: hexane); *H NMR (400 MHz, acetone-d6) 8.44 (d. J = 7.9, 1 H), 7.85 (d, 
J - 7.9, 1 H). 7.67 (d. J = 8.5. 1 H). 7.45-7.37 (m, 2 H), 7.25-7.2 l(m, 3 H). 7.20-7.1 l(m, 1 
H), 6.86 (d. J = 8.5. 1 H). 6.20 (s, 1 H), 535 (s, 1 H), 2.15 (s, 3 H), 1.29 (br s. 6 H). 

EXAMPLE 127 

20 f^5-(2-Bromobenzvlideiie)-1.2-dihvdm - ^^^ 

(Compound 227. structure 45 of Scheme XTIT where r1 s r2 =H . R3 = 2-hmmnph ( .nyf) This 
compound was prepared by General Method 6 (EXAMPLE 1 19) from 2-bromobenzyl 
bromide (250 mg, 1.0 mmol) and Compound 159 ( 20 mg, 0.07 mmol) to afford 2.8 mg 
(10%) of Compound 227 as a bright yellow oil. Data for Compound 227: Rf = 0.44 (silica 

25 gel, 25% EtOAc: hexane); NMR (400 MHz, acetone-d6) 8.45 (d, J = 7.9, 1 H), 7.85 
(d, J = 7.9, 1 H), 7.67 (d, J = 83, 1 H). 7.64 (d, J = 7.9, 1 H). 7.45 (t. J = 8.5, 1 H), 7.23 
- 7.07 (m, 4 H). 6.87 (d, J = 83. 1 H). 6.19 (s, 1 H), 5.55 (s, 1 H), 2.15 (s, 3 H), 1.29 (br s, 
6H). 
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EXAMPLE 128 

f^5^2-Fluoroben™1ideneV1.2^ihvdit^ 

(Compound 22* structure 45 of Scheme XTTI where r! s r2=H. R3=2-fluorophcnvn This 
compound was prepared by General Method 6 (EXAMPLE 1 19) from 2-fluorobenzyl 
5 bromide (189 mg, 1.0 mmol) and Compound 159 (10 mg, 0.034 mmol) to afford 2.1 mg 
( 1 6%) of Compound 228 as a bright yellow oil. Data for Compound 228: *H NMR (400 
MHz, acetone-d6) 8 39 (m, 1 H), 7.85 (d, J = 7.4, 1 H). 7.67 (d, J = 8 J, 1 H), 7.30-7.06 
(m, 6 H), 6.86 (d, J = 8.5, 1 H), 5.96 (s, 1 H), 5.90 (s, 1 H), 5.55 (s, 1 H). 2.13 (s, 3 H), 1.32 
(brs,6H). 

10 

EXAMPLE 129 
(Z1.5-(2.3-Difluorobenzvlicteneyi.2-rt ^^ 

fComnound 229. structure 45 of Sche me XIII. where r!=r2=H. R3=2.3-dif)uorophenvn 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from 2,3- 
15 difluorobenzyl bromide (207 mg, 1 .0 mmol) and Compound 159 ( 1 0 mg, 0.034 mmol) to 
afford 4.8 mg (35%) of Compound 229 as a bright yellow oil. Data for Compound 229: *H 
NMR (400 MHz, acetone-d6) 8.18 (dd, J = 8.0, 6.6, 1 H), 7.87 (d, / m 7.5, 1 H). 7.69 (d. J 
= 8.5, 1 H). 7.30-7.08 (m, 5 H), 6.89 (d, J = 8.4, 1 H), 5.94 (s, 1 H), 5.57 (s, 1 H), 2.12 (s, 
3H), 1.31 (brs,6H). 

20 

EXAMPLE 130 
(Zl5-r2^-Pifluorobenz vlideneV1.2-dihv^ 

(Compound 230. stmctum 45 of Scheme XII. where R^R2=H. R3=2.5-diflUprophenvl) 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from 2,5- 
25 difluorobenzyl bromide (207 mg, 1 .0 mmol) and Compound 159 (15 mg, 0.05 mmol) to 
afford 17 mg (82%) of Compound 230 as a bright yellow oil. Data for Compound 230: *H 
NMR (400 MHz, acetone-d©) 8.12 (m, 1 H), 7.88 (d, J = 8.3, 1 H), 7.69 (d, J= 8.5, 1 H), 
7.30-7.00 (m, 5 H). 6.89 (d, / = 8.4, 1 H), 5.93 (s, 1 H). 5.94 (s, 1 H), 5.56 (s. 1 H), 2.1 1 (s, 
3H), 1.32(brs,6H). 
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EXAMPLE 131 

(Z)-9-FIuoro-5-(3-flnorobenzvlidenell ■2-dihvdro-2.2.4-trim e thv l-5W-chrnTn e nnr^ A. 
flquinoline (Compound 231. structure 45 of Sch eme XIII. where R'=H R2=f, p3 = ^_ 
S fluorophenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from 3-fluorobenzy] 
chloride (0.17 g) and Compound 207 (31 mg) to afford 7.5 mg (19%) of Compound 231 as a 
yellow oil. Data for Compound 231: *H NMR (400 MHz, acetone-dg) 7.65 (d, / = 8.4,1 
H), 7.64 (m, 1 H); 7.60 (dd. / = 10.0, 3.0, 1 H); 7.52 (d, / = 7.6, 1 H); 7.40 (m, 1 H); 7.26 
10 (dd, J = 8.9, 4.8, 1 H); 7.00 (m, 2 H); 6.86 (d. / * 8.3, 1 H); 5.72 (s, 1 H); 5.57 (d, / = 1.2, 
1 H); 2.10 (s. 3 H), 1.40 (br s, 6 H). 

EXAMPLE 132 

(Z)-9-fluPTv^5-(3-nieftoxvbenzvlideneV1.2-d^ 
15 flquinolinc (Compound 232. structure 45 of Scheme XITI where R'=H. R2=R r3 =3 . 
mgttlPXYlphepyl) 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from 3- 
methoxylbenzyl chloride (0. 1 8 g) and Compound 207 (3 1 mg) to afford 1 1 mg (27%) of 
Compound 232 as a yellow oil. Data for Compound 232: *H NMR (400 MHz, acetone-d6) 
20 7.63 (d, J = 5. 1 H); 7.58 (dd, J = 10.0, 2.9, 1 H); 7.48 (br s, I H); 7.28 (d, 7 = 5.1,2 H); 
7.22 (m, 1 H); 6.98 (m, 1 H); 6.83 (d, J m 9.6, 1 H); 6.82 (m, 1 H); 5.68 (s, 1 H); 5.56 (s, 1 
H); 3.86 (s, 3 H); 2. 10 (s, 3 H); 1 .35 (br s, 6 H). 

EXAMPLE 133 

25 (Z)-8-Fluoro-5-f3-fluororbenzvlia^ 

flquinoline (Compound 233. structure 45 of Scheme XI II. where Rl=F. R2=H. r3 =3 . 
fluorophenvn This compound was prepared by General Method 6 (EXAMPLE 1 19) from 
3-fluorobenzy] chloride (0.17 g) and Compound 208 (31 mg) to afford 7.5 mg (19%) of 
Compound 233 as a yellow oil. Data for Compound 233: *H NMR (400 MHz, acetone-d6) 

30 7.88 (dd, J = 9.7, 6.2. 1 H); 7.63 (d, / = 8.5, 1 H); 7.58 (m. 2 H); 7.42 (dd, / = 8.0, 6.4, I 
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H); 7.09 (dd f J = 9.5, 2.7. 1 H); 7.00 (m t 1 H); 6.92 (m, 1 H); 6.85 (d, J m 8.2, 1 H); 5.73 
(s, 1 H); 5.63 (s, 1 H); 2.10 (s, 3 H); 1.35 (br s, 6 H). 

SAMPLE J34 

5 (*/S-4/. SuV5-f4 -ChlorophenvlVl ^3.4-tetrahvdfo-2^ 

ouinolinone (Compound 234. structure 52 of Scheme XV, where R=4-chlorophcnvL 

This compound was prepared by a four step procedure as depicted in Scheme XV. To a 
yellow solution of Compound 163 (EXAMPLE 63) (120 mg, 03 mmol) in THF (6 mL) at - 

10 78°C was added 0.3 mL of n-BuLi (1.6 M in hexane, 0.48 mmol), and the resulting solution 
was stirred for 15 min before a solution of di-r-butyl dicarbonate (150 mg, 0.7 mmol) in 2 
mL of THF was introduced. The reaction mixture was allowed to warm up to it and was 
stirred for 5 h. The mixture was quenched with water and was extracted with ethyl acetate (2 
x 20 mL). Removal of solvent and chromatography of the crude mixture on a silica gel 

1 5 column using 1 0-30% mixture of ethyl acetate and hexane afforded 50 mg (34%) of die f- 
Boc protected quinoline (structure 49 of Scheme XV where R=4-chl oroph eny 1 , R*=r2=H) 
and 80 mg (66%) of Compound 163. 

The /-Boc protected Compound 163 (structure 49 of Scheme XV where R=4-chlorophenyl, 
20 R!=r2=H) (40 mg, 0.08 mmol) in THF (4 mL) was treated with 0.3 mLof BH3.THF (1.0 
M in THF, 0.3 mmol) at rt for 3 h and was then quenched with 0.2 mL of KOH (3 M 
aqueous). To the above solution 0.2 mL of H2O2 (30% in water) was added and the 
mixture was stirred for 30 min, then 5 mL of water was introduced. The mixture was 
extracted with EtOAc, washed with brine and concentrated. Chromatography of the crude 
25 mixture on a silica gel column (10-30% EtOAc/hexane gradient) afforded two major 
isomers. The first fraction (20 mg. 50%) was assigned as (R/S-31, 4u, 5/)-l-r- 
buty loxy carbony l-5-(4-chloropheny 1)- 1 ,2,3,4-tetrahy dro-3-hydroxy-2,2,4-trimethy 1- 5H- 
chromeno[3,4-/]quinoline (structure 50 of Scheme XV where R=4-chlorophenyl, 
r!=r2_h). The second fraction (12 mg, 30%) was assigned as (/J/5-3/, 4m, 5n)-l-f- 

30 butyloxylcarbonyl-5-(4^MorophenylH£3A 
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chromeno[3 t 4-/|quinoline (structure 51 of Scheme XV where R=4-chIorophenyl, 
RUR^H). 

(/VS-3/, 4a, 5/H-NButyIoxylcartx>nyl^ 
5 ZA^trimethyl-iH-chromenoP^/lquinoline (structure 50 of Scheme XV where R=4- 

chlorophenyl, r!=r2=H) (20 mg, 0.04 mmol) was oxidized with PCC (100 mg, 0.46 mmol) 
in 5 mL of methylene chloride at rt for 60 min to yield (R/S-4U 5u)-l^butyloxyIcarbonyl-5- 
(4^hlorophenyIM£3Atetrahy^ as a 

colorless oil after chromatography. This compound was then treated with 0.2 mL of TFA in 

10 0.5 mL of methylene chloride for 30 min and was quenched with 5 mL of KOH (2%). The 
reaction mixture was extracted with EtOAc, washed with brine and was concentrated. 
Chromatography of the crude residue on a silica gel column (10-30% EtOAc/hexane 
gradient) afforded 15 mg (93%) of Compound 234 as a white solid. Data for Compound 
234: 1 HNMR(400MHz f CDCl3)7.64(d f 7= 8.2. 2 H), 7.18 (d, J= 8.6, 2 H), 7.13 (d, / 

15 = 8.6. 2 H), 7.05 (t, J m 7.9. 1 H), 6.96 (t, J = 7.8. 1 H), 6.84 (d, J = 8.3. 1 H). 6.76 (d, J 
m 7.9, 1 H), 6.37 (s, 1 H), 3.73 (s, 1 H), 3.56 (q, J = 7.4, 1 H), 1.44 (s, 3 H), 1.26 (s, 3 H). 
0.87 (d,7= 7.4, 3 H). 

EXAMPLE 135 

20 (R/S-4L 5n-S-f4-ChloronhenvlV 1 .2.3.4- tetrahvdn>-2.2.4-trimethvl.5if-chromenof3.4.n.3- 
quinolinone (Compound 235. structure S3 of Scheme XV. wh ere R=4-ch1orop henvl. 
Rl=R2=m 

(R/S-31, 4u, 5«)-l-^Butyloxylcaibonyl-5^4^hloropheny1)-1^3.4-teti^ydro-3-hydroxy- 
2,2,4-trimethyl-5//^hromeno[3,4-/|quinoline (structure 51 of Scheme XV where R=4- 

25 chlorophenyl, r1=r2=h) (EXAMPLE 134) (12 mg, 0.024 mmol) was oxidized and 

deprotected by methods similar to that described for Compound 234 (EXAMPLE 134) to 
yield 8 mg (84%) of Compound 235 as a white solid. Data for Compound 235: *H NMR 
(400 MHz, CDCI3) 7.59 (d, J = 8.4, 1 H), 7.57 (d, J = 8.0, 1 H), 7.15 (d, J = 8.5, 2 H), 
7.06 (d. J m 8.5. 2 H), 7.04 (m, 1 H), 6.94 (t, J = 7.8, 1 H), 6.85 (d, J = 7.6, 1 H), 6.83 (d, 

30 J m S3, 1 H), 3.73 (s, 1 H), 3.35 (d, / = 7.5, 1 H). 1.50 (d. J = 7.5, 3 H), 1.46 (s, 3 H). 
1.17 (s, 3 H). 
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EXAMPLE 136 

(/y^S^4^1oiophenv^ 

ouinolinone (Compound 236. structure 54 of Scheme XV where R=4-ch1 orophenvl. 
5 Rl=R2=m 

To a solution of (R/S-41, 5«H-*-butyloxylcarbonyl-5-(4KMoroph^ 

2^,4-trimethyl-5/f-chromeno[3,4-/|-3-quinolinone (EXAMPLE 234) (5 mg, 0.01 mmol) in 
2 mL of THF was added 10 mg of NaH (40% in mineral oil, 0.25 mmol) and the resulting 
slurry was stirred at it for 20 min before Mel (0.1 g, 0.7 mmol) was introduced. The mixture 

10 was stirred at rt for 2 h and was then quenched with water (5 mL). The mixture was 

extracted with EtOAc and purified by silica gel chromatography to provide 1 .5 mg (36%) of 
Compound 236 as a colorless oil. Data for Compound 236: *H NMR (400 MHz, CDCI3) 
7.59 (d, J = 8.2, 1 H), 7.56 (d, J = 7.8, 1 H), 7.13 (d, J ■ 8.7, 2 H), 7.09 (d, J = 8.7, 2 H), 
7.01 (t, / m 7.9, 1 H). 6.91 (t, J = 7.9, 1 H), 6.85 (s, 1 H), 6.83-6.78 (m, 2 H), 3.83 (s, 1 H), 

15 1.63 (s, 3 H), 1.38 (s, 3 H), 1.33 (s, 3 H), 1.28 (s, 3 H). 



EXAMPLE 137 

L2-Pihvdro-2.2.4-trimeUivl-^^ ( Compound 
237. structure 57 of Scheme XVI. where Rl=R2=R RS^methoxvlm ethvl. Y=Q1 

20 Qenffal Mrtipd 7: L2-Dihvdro-2.2.4-trimethvlouinolines (C ompounds of structure 57 or 
67) from anilines (Compounds of structure 56 or 66V. ambient pressure version In an r.b. 
flask equivuipped with a reflux condensor, a solution of the aniline (a compound of 
structure 56 or 66) in acetone (0.05-0.20 M) was treated with iodine (5-20 moI%) and 
heated to reflux for 1-3 days. Addition of Celite™ followed by concentration afforded a 

25 fluffy orange powder which was purified by silica gel chromatography to afford the desired 
dihydroquinoline (compound of structure 57 or 67). 

1.2-Dihvd>o-2.2.4-trimeftvl^ /quinoline (Compound 

237. structure 57 of Scheme XVI. where R»=R2=H. R3=methoxvlmcthvL Y=Q1 This 
compound was prepared by General Method 7 from 7-amino-4-methoxymethylcouroarin 
30 (structure 56 of Scheme XVI, where Rl=R2=H t R 3 =methoxymethyl) (1.0 g, 4.87 mmol) to 
afford 82 mg (6%) of Compound 237 as a light yellow solid in addition to 487 mg (35%) of 
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l^^hydro-2 f 2,4-trimethyI-8-methoxymethyl^pyiOT Data for 

Compound 237: Rf 0.23 (silca gel, hexanes/EtOAc, 2:1); *H NMR (400 MHz, C6D6) 7.01 
(s, 1 H). 6.24 (s, 1 H), 6.18 (s f 1 H), 5.02 (s, 1 H), 3.97 (s, 2 H), 3.74 (br s, 1 H), 2.92 (s, 3 
H), 1.78 (d, J = 1 .0, 3 H), 0.98 (s, 6 H). 

5 

EXAMPLE 138 

1.2-Dihvdro-2^.4-trimethvl^rt^ (Compound 238. 

structure 57 of Scheme XVII. where r1=r2=R R3=trifluoromethvl. Y=Q> This 
compound was prepared as depicted in Scheme XVII and as described below. 

10 O-Kvalovl-3-nitrophenoI (structure 65 of Scheme XVII. where R^H. P=r-butv1. Y=Ctt To 
300 mL of CH2CI2 was added 3-nitrophenol (structure 64 of Scheme XVII, where R J =H f 
Y=0) (15 g, 0. 1 1 mol). pyridine (20 mL) and DMAP (10 mg). To this cooled solution 
(0°C) was slowly added trimethylacetyl chloride (18 mL, 146 mmol, 1.4 equivuiv). The 
solution was allowed to warm to rt and stirred for 3 h. To the amber colored solution was 

15 added sat'd NH4CI (300 mL). The organic layer was washed with IN HC1 (2 x 150 mL), 
10% CuS04- 5 H2O (2 x 100 mL), and brine ( 2 x 100 mL). The extract was dried 
(Na2S04) and concentrated in vacuo to give 22.5 g (94%) of 0-pivaloyl-3-nitrophenol as a 
white solid. Data for O-pivaloyl-3-nitrophenol: Rf 0.55 (silica gel, hexanes/EtOAc, 3: 1); 
*H NMR (400 MHz, CDCI3) 8. 1 1 (dd, J = 4.2, 1.3, 1 H), 7.96 (t, J m 2.2, 1 H), 7.56 (dd, J 

20 = 8.4, 8.2, 1 H), 7.42 (dd, J = 6.5, 1.3, 1 H), 1.35 (s, 9 H); 

OPivalovl-3>aminophenol (structure 66 of Scheme XVII. where R ] =H. P=NbutvI. Y=Q) 
To 60 mL anhydrous CH2CI2 was added O-pivaloyl-3-nitrophenol (5.0 g, 22.4 mmol) and 
a catalytic amount (50 mg) of 10% Pd on C. The flask was repeatedly evacuated and 
flushed with N2. The reaction flask was again evacuated and H2 was introduced by balloon. 

25 After stirring under an atmosphere of H2 for 3 h, the reaction flask was flushed twice with 
N2. The suspension was then filtered through a bed of Celite™ and concentrated to give 
4.15 g (96%) of O-pivaloyl-3-aminophenol as a viscous amber oil. Data for O-pivaloyl-3- 
aminophenol: R f 0.21 (silica gel, hexanes/EtOAc, 3:1); *H NMR (400 MHz, CDCI3) 7.12 
(dd, J m 8.0, 8.0, 1 H), 6.52 (dd, J m 7.8, 2.7, 1 H), 6.44 (ddd, J m 8.0, 2.4, 1.4, 1H), 6.38 

30 (t, / m IX 1 H), 3.81 (br s, 2 H), 1 .34 (s, 9 H). 
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^ nrni1 ^thnH R. 1 3 -4-trip^hvlguinolines (Compounds of structure 57 Of 
g7) anilines f^p p».inri ft of S tn,rniir. 56 or 66V, T^ure tube version In a threaded 
resealable pressure tube, a solution of the aniline (a compound of structure 56 or 66) in 
acetone (0.05-0.20M) was treated with iodine (5-20 raol%) and heated to 100-120 °C for 1- 
5 3 days. The reaction vessel was allowed to cool to rt and transferred to a r.b. flask. 

Addition of Celite™ followed by concentration afforded a fluffy orange powder which was 
purified by silica gel chromatography to afford the desired dihydroquinoline (Compound of 
structure 57 or 67). 

10 L^jaiatdjs^L a ^BB^^ 

YVTi W here pl-ff , P^-hutvl. Y=Q This compound was prepared by General Method 8 

from O-pivaloyl-3-aminophenol (structure 66 of Scheme XVII, where Rl=H, P=/-butyl. 

Y=0) (1.26 g, 6.53 mmol) to afford 1.06 g (60%) of U-dihydro-2,2.4-trimethyl-7-(l.l.l- 

trimethylacetoxy)quinoline as a light brown solid. Data for l,2-dihydro-2,2,4-trimethyl-7- 

15 (l,l,l-trimethylacetoxy)quinoline: Rr 0.23 (silica gel, hexanes/EtOAc, 3:1); *H NMR (400 

MHz. CDCI3) 7.00 (d, J = 8.3, 1 H), 6.28 (dd. J = 5.2, 2.3, 1 H). 5.25 (s, 1 H). 3.69 (s. 1 

H.), 1.96 (d. J = 1.2, 3 H), 1.32 (s. 9 H), 1.26 (s. 6 H). 

l ?-nihvdro-7-hvH^vv-?.1.4.trime ri.v1 0 uinoline To 70 mL 85% ethanol was added 1,2- 
20 dmydro-2^,4-trimemyl-7-(l,l.l-trimemylacetoxy)quinoU (1.03 g, 3.77 mmol) and 20% 
NaOH(aq) (3 mL) to give a clear colorless solution. The reaction was followed by TLC 
(hexanes/EtOAc, 3: 1). After 3 h the resulting purple solution was quenched with sat'd 
NH4CI (200 mL) and extracted with ethyl acetate (2 x 100 mL). The combined organic 
layers were washed with brine (2 x 75 mL), dried (Na 2 S0 4 ). and concentrated in vacuo to 

25 give a dark purple oil. The oil was dissolved in a minimal amount of hexanes / ethyl acetate 
(3:1). and filtered though a plug of silica rinsing with a solution of hexanes / ethyl acetate 
(3:1). The washes were concentrated in vacuo to afford 710 mg (99%) of l,2-dihydro-7- 
hydroxy-2A4-trimethylquinoline as a dark yellow oil. Data for U-dihydro-7-hydroxy- 
2A4-trimemylquinoline: Rf 0.30 (silica gel, hexanes/EtOAc, 3:1); *H NMR (400 MHz, 

30 DMSO-d6) 8.90 (s. 1 H). 6.70 (d, J = 8.2. 1 H). 5.89 (d, J = 2.3. 1 H), 5.85 (dd, J = 8.3, 
2.4,lH).5.65(s,lH),5,04(s.lH),1.8(d.7= 1.1, 3 H), 1.14 (s, 6 H). 
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1 ,%Dihvdi^2^.4-trimethvl-6-tri ^^ 238. 
stnictnre 57 of Scheme XVII where Rl=R2=H. R3=trifluoromethvl. Y=Q) 
General Method 9: Preparation of Compounds of structure 56 or 57 from phenols. To a 
5 solution of U2^ihydro-7-hydroxy-2^ f 4-triinethylquinoline (0. 1 -0.5 M) in absolute EtOH 
was added a {J-keto ester (a compound of structure 68) ( 1 -3 equivuiv) in a 4 x 1 3.5 cm 
pressure tube equivuipped with a magnetic stir bar and a threaded Teflon stopcock. To this 
solution was added ZnCl2 (1-6 equivuiv). The sealed pressure tube was heated in a oil bath 
at 80-120 °C for 6-72 h. The cooled solution was diluted with sat'd NH4CI and extracted 
10 with ethyl acetate. The combined organics were concentrated on Celite™ under reduced 
pressure to give a free flowing powder, which was purified by flash column chromatography 
(silica gel 60, hexanes / ethyl acetate, 5:1) to give the desired product Further purification 
could be effected by recrystallization from hexanes / toluene. 

15 1 ^-Dihvdro-2J2.4-tJiire^^ 238. 
structure 55 of Scheme XVII. where r!=r2=H. R3=trifluorornet hvl. Y=Ctt This 
compound was prepared by General Method 9 from l,2-dihydro-7-hydroxy-2,2,4- 
trimethylquinoline (1.58 g, 8.5 mmoi) and ethyl 4,4,4-trifluoroacetoacetate (3.00 g, 16.8 
mmol, 2.0 equivuiv) to afford 1.7 g (66%) of Compound 238 as a light yellow powder. 

20 Data for Compound 238: Rf 0.32 ( silica gel, hexanes/EtOAc, 3: 1 ); *H NMR (400 MHz, 
C6P6) 7.22 (s, 1 H), 6.15 (s, 1H), 5.97 (s, 1 H), 4.93 (s, 1 H), 3.23 (br s, 1 H), 1.66 (d, J = 
1.1, 3 H), 0.98 (s,6H). 

EXAMPLE 139 

25 1.2-Dihvdn>-2-2.4>trimethvU10-isocoumarinof4.3> glouinoline (Compound 239. structure 57 
of Scheme XVI. where r!r R^R^sbenzo. Y=C» 

This compound was prepared by General Method 8 (EXAMPLE 138) from 7-amino-3,4- 
benzocoumarin (structure 56 of Scheme XVI, where R 1 =H, R 2 =R 3 =benzo t Y=0) ( 1 80 mg, 
0.85 mmol) to afford 75 mg (30%) of Compound 239 along with 150 mg (60%) of 1,2- 
30 dihydro-2,2,4-trimethyl-10-i^ as yellow solids. Data for 

Compound 239: mp 246-248 °C; !H NMR (400 MHz, CDCI3) 8. 1 8 (d, J = 7.6, 1 H), 8. 1 6 



WO 96/19458 



PCTAJS95/16096 



178 



(d, J = 7.6, 1 H), 7.80 (s, 1 H). 7.78 (t, J = 7.6, 1 H), 7.43 (t, J = 7.6. 1 H). 6.39 (s, 1 H). 
5.45 (s, 1 H). 2.11 (s, 3 H). 1.33 (s, 6 H), "C NMR (100 MHz. CDCJ 3 ) 162.2, 152.7, 
146.1. 136.4, 134.9. 130.7. 129.1. 127.2. 126.5. 120.5. 119.4. 119.0. 117.8, 107.6.99.8. 
52.7. 31.8. 19.0; Anal. Calcd for C19H17NO2: C, 78.33; H, 5.88; N. 4.81 . Found: C. 77.99; 
5 H, 5.79; N, 4.72. 

FVAMPLE 140 

1 n.p^yA^o ^tri^thvl-l^ i ^^^^n^PlnninolinefCoinponnd 240, SBHSBB 57 
^C^.YVl^h.n.R^H p2 = R3 ghrn7A Y=NH) 

10 VAn,ino-6f5fn-r ^n»"thridinone picture 56 of Scheme XVI, where Rl=H - 

P 2^p3 = tvn^ Y=NH1 A mixture of 3-nitro-6(5H)-phenanthridinone (structure 55 of 
Scheme XVI. where pJ=H, R2=R3=bcnzo. Y=NH) (480 mg, 1 .5 mmol) and 50 mg of 10% 
Pd/C in 60 mL of DMF was stirred under an atomsphere of H2 for 2 h. The mixture was 
filtered through a Celite™ pad and the filtrate was concentrated to give 0.4 g of the crude 

15 aniline as a yellow solid. This material was used without further purification. 

1 9 A-irin.eth v T.ifwi«v, u inolonor4.3-Plquinol>ne (Compound 240, structure 57 

gf^jHBfcjgLa bSlfeBlsH B2=B^bSDZBJC=SgD This compound was prepared by 
General Method 8 (EXAMPLE 238) from 3-amino-6(5fl}-phenanthridinone (0.4 g), iodine 

20 (150 mg, 0.6 mmol). acetone (16 mL) and DMF (14 mL) to afford 220 mg (51%) of 

Compound 240 as a yellow solid. Data for Compound 240: mp 301-302 °C; IR (KBr. cnr 
1) 3300. 3010, 1670, 1450, 1300; *H NMR (400 MHz, CDCI3) 8.28 (d, J =7.6, 1 H), 8.25 
(d. J = 7.6, 1 H), 7.90 (s, 1 H), 7.70 (t. J = 7.6. 1 H), 7.39 (t, J = 7.6. 1 H). 6.48 (s. 1 H), 
5.78 (br s. 1 H). 5.42 (s, 1 H), 2.13 (s, 3 H), 1.33 (s, 6 H); «C NMR (100 MHz, acetone- 

25 d6) 162.4. 147.1, 139.2, 137.0, 133.3, 129.2, 128.7, 128.6. 125.8, 125.0, 121.8. 118.9, 118.4 
108.5,98.1.52.8,31.6, 19.0. 



FVAMPI.E 141 

I Q-pftyH n^ 0 A ft.tetramet hr'-^vridnnofS.n.plnninoline (Componnd 241, structure 57 
30 ™ where R ^R^H, R^thyl, Y=NH) 
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This compound was prepared by General Method 8 (EXAMPLE 238) from Carbostyril 124 
(structure 56 of Scheme XVI, where R^R^H, R 3 =methyl, Y=NH) (500 mg, 2.8 mmol) to 
afford 175 mg (25%) of Compound 241 as a pale yellow solid. Data for Compound 241: 
mp 282-284 °C; IR (KBr, cm-') 2966, 2918, 1658, 1641, 1425, 1257; *H NMR (400 MHz, 
5 CDC13) 7.24 (s. 1 H). 6.34 (s, 1 H), 6.23 (s, 1 H), 5.37 (s, 1 H), 2.41 (s, 3 H), 2.04 (s. 3 H), 
1.29 (s, 6 H); 13c NMR (100 MHz, CDCI3) 165.0, 149.8, 146.5, 140.3. 129.2, 127.6, 
119.1, 118.5, 114.9, 112-5, 97.2,52.4.31.8, 19.3, 18.9. 

EXAMPLE 142 

10 1.2-Dihvdro-10-hvdroxv-2 .2.4-trimemv^^ 

242. structure 62 of Scheme XVI. where R ] =H. R^R^benzo. Y=Q) 
To a yellow solution of Compound 239 (EXAMPLE 139) (10 mg. 0.033 mmol) in 0.5 mL 
of toluene at -78 °C was added 0.050 mL of DIB ALH (1.5 M in toluene , 0.075 mmol), and 
the resulting solution was stirred at -50 ± 10 °C for 20 min. The reaction was quenched 

15 with water (1 mL) and extracted with ethyl acetate (2x5 mL). Removal of solvent and 
chromatography of the crude residue (silica gel, 20% ethyl acetate/hexanes) afforded 6 mg 
(63%) of Compound 242 as a colorless oil. Data for Compound 242: *H NMR (400 MHz, 
acetone-d6) 7.74 (d, J = 7.8, 1 H), 7.52 (s. 1 H), 7.37 (t, / = 7.8, 1 H), 7.31 (d, J m 7.8, 1 
H), 7.19 (t, J = 7.8, 1 H). 6.26 (d, J = 6.5, 1 H), 6.17 (s, 1 H). 5.97 (d, J = 6.5, 1 H), 5.40 

20 (br s, 1 H). 5.29 (s. 1 H). 2.05 (s, 3 H), 1 .27 (s, 6 H). 

EXAMPLE 143 

1. 2-Dihvdfo-2.2.4.6-tetramethvl-8g-pvranor3.2-glQuinoline (Compound 243. structure 61 
of Scheme XVI. where r1 =r2=H. RB-methvl. Y=Q> 

25 l^-Dihvdro-2.2.4.6-tetramethvl-8-pvranonor5.6-g1auino1ine (structure 57 of Scheme XVI. 
where r!=r2=h. R 3 =methvl. Y=Q) To a solution of 7-nitro-4-methylcoumarin (structure 
55 of Scheme XVI, where r1=r2=H, R 3 =methyl, Y=0) (0.61 g, 1.75 mmol) was added 50 
mg of 10% Pd/C. The reaction mixture was stirred under an atmosphere of H2 for 2 h. The 
mixture was filtered through a pad of Celite™ and the filtrate was concentrated to give 0.5 g 

30 of the crude amino compound as a yellow solid. This material was used without further 

purification, and was submitted to General Method 3 to afford 90 mg (20%) of 1,2-dihydro- 
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22,4,6-tetramemyl-8-pyranono[5,6-£]quinoline as a yellow solid. Data for 1^-dihydro- 
2^,4,6-tetramethyl-8-pyranono[5,6-rfquinoline: mp 258-260 °C; IR (KBr) 3300. 2955, 
1720, 1630, 1505, 1390, 1250; *H NMR (400 MHz, CDCI3) 7.27 (s, 1 H), 6.30 (s. 1 H), 
6.12 (br s. 1 H), 5.84 (s. 1 H). 5.44 (s, 1 H), 2.37 (s. 3 H), 2.05 (s. 3 H), 1.32 (s, 6 H); «C 
5 NMR (100 MHz, CDCI3) 161.9, 155.4, 153.1, 147.1, 128.8, 127.0, 1 19.2, 1 10.3, 109.0, 
98.6,52.6.31.8, 18.6. 

1- 2-Dihvdro-2.2.4 (vtetrametl^vl-8f/-pvfan or3.2-glQuinoline (Compound 243. structure 61 
of Scheme XVI where R»=p 2=H l^-methyl. Y=Q) To a solution of 1 ,2-dihydro-2 r 2,4,6- 

10 tetramethy l-8-pyranono[5,6-g]quinoline ( 1 5 mg, 0.06 mmol) in 1 mL of toluene at -78°C 
was added DIBA1-H (0.5 M in toluene, 0.24 mL, 0.12 mmol) and the resulting mixture was 
allowed to stir at -50°C for 60 min, generating a clear brown solution. The reaction was 
quenched with water (1 mL) and was extracted with ethyl acetate (2 x 10 mL). The organic 
extract was concentrated and was chromatographed (silica gel, 4:1 hexanes /ethyl acetate) to 

15 afford 1 mg (5%) of Compound 243 as a colorless oil. Data for Compound 243: *H NMR 
(400 MHz, acetone-d6) 6.84 (s, 1 H), 5.96 (s, 1 H). 5.33 (t, J = 3.5, 1 H), 5.26 (s, 1 H), 5.21 
(s. 1 H), 4.59 (d. J = 3.5, 2 H), 1.96 (s, 3 H), 1.93 (s, 3 H), 1.24 (s. 6 H). 

EXAMPLE 144 

20 (R/S^l .2.3.4-Tetrahvdro-2.2.4-trimethvl- 10-i5oauinolbnor4.3-glquinoline (Compound 244. 
structure 63 of Scheme XVT where R*=H R2=R3 = hen7.o. Y=Ot Hydrogenation of 
Compound 240 (550 mg, 1 .9 mmol) over 10% Pd/C (200 mg) in 250 mL of ethyl acetate for 
14 h at rt afforded 510 mg (92%) of Compound 244 as a yellow solid. Data for Compound 
244: mp 263-264 °C; IR (KBr) 3304, 2960. 2928. 1658. 1606. 1467, 1267 cm">; *H NMR 

25 (400 MHz, CDCI3) 9.67 (br s, 1 H), 8.45 (d, J = 8.0. 1 H). 8.1 1 (d. J = 8.0, 1 H), 7.94 (s, 1 
H), 7.69 (t,J= 8.0, 1 H), 7.41 (t, J = 8.0. 1 H), 6.25 (s, 1 H), 4.08 (br s, 1 H), 3.02 (m, 1 
H),1.81(dd./= 12.8. 5.2. 1H), 1.49 (t,/= 12.8. 1 H). 1.46 (d, 7= 6.7.3 H), 1.29 (s, 3 
H) and 1.23 (s. 3 H). 
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EXAMPLE 145 

L2-Dihvdro-2.2.4-trimethvl-10-thioisoquinoto^ fCompound 245. structure 

58 of Scheme XVI. where R>=H. R2=R3=benzo. Y=Q) 

A mixture of Compound 240 (9 mg, 0.03 mmol) and Lawesson's reagent (4 1 mg, 0. 1 mmol) 
5 in 2 mL of THF was stirred at 80°C for 3 h, generating a bright yellow solution. Removal 
of the solvent and chromatography of the crude mixture (silica gel, 1 : 1 ethyl 
acetate/hexanes) afforded 8.2 mg (90%) of Compound 245 as a yellow oil. Data for 
Compound 245: *H NMR (400 MHz, acetone-d6) 8.93 (d f /s 8.IJ H), 8.33 (d, J = 8.1, 
1 H), 8.01 (s, 1 H), 7.75 (t, J = 8.1,1 H), 7.44 (t, / = 8. 1 , 1 H), 6.73 (s, 1 H), 5.97 (br s, 1 
10 H), 5.51 (s, 1 H), 2.15 (s, 3 H), 1 .35 (s, 6H). 

EXAMPLE 146 

(+V1 .23.4>Tetrahvdro-2.2.4>trim ethvl>10-isoquinolonor4.3-g1ouinoline (Compound 246. 
structure 63 pf Scheme XVI, wh^reR^H, R 2 =R 3 =benzo 1 Y=Q) 
1 5 This compound was prepared by a HPLC separation of the enantiomers of Compound 244 
using a Chiracel OD-R column, using a 4: 1 mixture of methanol and water as the mobile 
phase. The optical purity of Compound 246 was determined by HPLC to be > 99% e.e.; 
[0020^+ !06(MeOH). 

20 EXAMPLE 147 

1 .2-pihvdro-2.2.4>trimethvl>6-trifluoromethvU8>pvridonor5.6-^lquinoline fCompound 247. 
structure 57 of Scheme XVII. where R^R^H. R3=trifluoromethvh Y=Nm This 
compound was prepared as depicted in Scheme XVII and as described below. 
l-rgrr-Butvloxvcarbamovl-3-nitrobenzene (structure 65 of Scheme XVII. whereR^=H. P=f- 

25 butvloxvcarbonvl. Y=NHV General Method 10. AT-Boc-Protection of Nitroanilines To a 
flame-dried 500 mL r.b. flask containing 3-nitroaniline (structure 64 of Scheme XVII, 
where R l =H, Y=NH) (20.0 g, 144.8 mmol) in 150 mL THF was added di-/m-butyl 
dicarbonate (31 .60 g, 144.8 mmol, 1.00 equivuiv), and the mixture was cooled to 0°C. 4- 
N^-Dimethylaminopyridine (19.46 g, 159.3 mmol, 1.10 equivuiv) was added portion- wise, 

30 and the mixture was allowed to warm to it overnight. Ethyl acetate (400 mL) was added, 
and the mixture was washed with 1M NaHS04(aq) (2 x 200 mL) and brine (200 mL), dried 
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(Na2S04)* and concentrated under reduced pressure. Purification by flash column 
chromatography (silica gel, hexanes/ethyl acetate, 9:1) afforded 31.4 g (91 %) of l-tert- 
butyloxycarbamoyI-3-nitrobenzene as a white solid. Data for l-ferf-butyloxycarbamoyl-3- 
nitrobenzene: *H NMR (400 MHz, CDCI3) 8.31 (dd, 1H, J = 2.2, 2.2, 1H, 2-H), 7.88 (dd, 
5 / = 7.9, 1 .5, 1 H. 4-H), 7.69 (br d, J - 7.8, 1 H, 6-H), 7.44 (dd, J = 8.3, 8. 1 , 1H, 5-H), 6.74 
(br s, 1H, Ntf), 1.54 [s, 9H, (C//3)3CO)]. 

3-terr-Butvloxvcarbamovlaniline (structure 66 of Scheme XVII. whereR * =H. P=/- 
butvloxvcar bonvl. Y=NH1 To an oven-dried 1-L r.b. flask containing Utert- 

10 butyIoxycarbamoyl-3-nitrobenzene (20.0 g, 83.9 mmol) in 500 mL 1 : 1 ethyl acetate/ethanol 
at rt was added 10% Pd on C (approx 1 mol%), and the mixture was stirred under an 
atmosphere of H2 gas for 6 h. The reaction mixture was then filtered, and concentrated 
under diminished pressure to give 17.4 g (quant of 3-terf-butyloxycarbamoylaniline as a 
white oily solid. Data for 3-rm-butyloxycarbamoylaniIine: *H NMR (400 MHz, CDCI3) 

1 5 7.04 (t, J m 8.0, 8.0. 1 H, 5-H), 6.98 (br s, 1 H, N//), 6.53 (dd, J = 7.9, 1 .8, 1 H, 4-H), 6.36 
(m, 2H, 6,2-H), 3.66 (br s, 2H, N#2), 1 51 Is, 9H, (Ctf3)3CO)]. 

7-/err-Buwloxvcarbamovl-1.2-dihvdro-2.2.4-trimethvlQuinol ine (structure 67 of Scheme 
XVn. whereR Uh. P=r-b utvloxvcarbonvl. Y=NiD General Method 11: Skraup 

20 Cvclization of fgrr-Butvloxvcarbam ovlanilines To an oven-dried 1 L r.b. flask containing 
3-ferf-butyloxycarbamoylaniline (17.4 g, 83.5 mmol), MgS04 (50 g, 5 equivuiv), and 4-/er/- 
butylcatechol (420 mg, 3 mol%) in 120 mL acetone (approx 0.75 M in the aniline) was 
added iodine (1 .07 g, 5 mol%), and the mixture was heated to reflux for 8 h. The crude 
reaction mixture was then cooled to it, filtered through a bed of Celite™ on a fritted-glass 

25 funnel, rinsing with ethyl acetate, dried (Na2S04), and concentrated under reduced pressure. 
Purification by flash column chromatography (silica gel, hexanes/ethyl acetate, gradient 
elution) afforded 19.9 g (82%) of 7-^rr-butyIoxycarbamoyl-l,2-dihydro-2^,4- 
trimethylquinoline as a white solid, which was further purified by ^crystallization from 
acetonitrile to give white needles. Data for 7-re/*-butyIoxycarbamoyl-l,2-dihydro-2,2,4- 

30 trimethylquinoline: *H NMR (400 MHz, CDCI3) 6.93 (d, J = 8.3, 1H, 5-H), 6.81 (br s, 
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1H, flNBoc), 634 (m, 2H, 6,8-H), 5.21 (d, J = 0.9, 1H, 3-H), 3.71 (br s, 1H, Ntf), 1.94 (d, 
J m 1.0, 3H, 4-C#3). 1-50 [s, 9H, (Cff3)3CO)], 1.24 [s, 6H, 2-(C// 3 )2J- 
7'Aipin9>| t 2>dihy4r9-? t 2,4-triynethy)quinoline General Method 12: Removal ofBoc 
Protective Group from Compounds of structure 67 of Sche me XVTL where P=r- 
5 butvloxvcarbonvl. Y=NH) To an oven-dried 25 mL r.b. flask containing 1-tert- 

butyloxycarbamoyl-l^-dihydro-2 t 2,4-trimethylquinoline (400 mg, 1.38 mmol) in 2 mL 
dichloromethane at 0°C was added trifluoroacetic acid (1 .06 mL, 10 equivuiv), and the 
mixture was allowed to warm to rt. After 3 h at rt, the reaction mixture was diluted with 50 
mL dichloromethane, transferring to a 125 mL erlynmeyer flask, and cooled to 0°C before 

10 neutralization to pH 8 with sat'd aqueous NaHC03. The biphasic mixture was transferred to 
a separatory funnel, the layers were separated, and the organic phase was dried (Na2S04) f 
and concentrated under reduced pressure to afford a light reddish oil. The crude material 
thus obtained was of greater than 98% purity by 1 H NMR, and was carried on to the next 
step without further purification. While the 7-amino-quinoline obtained decomposed 

1 5 appreciably within a few hours upon standing at rt, ethanolic solutions could be stored at - 
20°C for 2-3 days without substantial adverse effect on the subsequivuent reaction outcome. 
Typically however, the material was stored in bulk as the crystalline Boc-protected amine, 
and portions were hydrolysed as needed. Data for 7-amino-l,2-dihydro-2,2,4- 
trimethylquinoline: *H NMR (400 MHz, CDCI3) 6.86 (d, J = 8.2, 1H, 5-H), 5.99 (dd, J = 
20 8.0, 2.3, 1H, 6-H), 5.79 (d, J = 2.0, 1H, 8-H), 5.12 (d, J m 1.4, 1H, 3-H). 3.53 (br s, 3H, 
N#2, N#), L93 (d, J = 1.2, 3H, 4-C//3), L24 [s, 6H, 2-(C#3)2]- 

1 ,2-Dihvdro-2.2.4-trim ethvl-6-trifluoromethvK8-pvridonor5.6-g1quinoline f Compound 247. 
structure 57 of Sc heme XVIL where R^R^FL RSstrifluoromethvK Y=NH) General 

25 Method 13: Knorr Cvcl ization of 7-amino-L2-dihvdro-2,2.4-trimethvlquinolines with a ft- 
Keto Ester To an oven-dried 10 mL r.b. flask containing 7-amino-l ,2-dihydro-2,2,4- 
trimethylquinoline (100 mg, 0.53 mmol) and ethyl 4,4,4-trifIuoroacetoacetate (85.4 mL, 
0.58 mmol, 1.1 equivuiv) in 2.5 mL absolute ethanol was added ZnCl2 (1 10 mg, 0.81 mmol, 
1.5 equivuiv) and the mixture was heated to reflux for 3 h. Upon cooling to it, the reaction 

30 mixture was diluted with 40 mL ethyl acetate, and the organic solution was washed with 
safd aqueous NH4CI, dried (Na2SQ4), and concentrated under reduced pressure. 
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Purification by flash column chromatography (silica gel, hexanes/ethyl acetate, gradient 
elution) afforded 72 mg (44%) of Compound 247 as a bright fluorescent-yellow solid, in 
addition to 70 mg (40%) of Compound 248 (EXAMPLE 148) as a pale yellow crystalline 
solid, and 10.4 mg (6%) of Compound 249 (EXAMPLE 149) as a white solid. Date for 
5 Compound 247: *H NMR (400 MHz, CDCI3) 1 145 (br s. 1H. CONfl). 7.38 (s. 1H. 5-H). 
6.66 (s. 1H, 7-H), 6.27 (s. 1H, 10-H), 5.42 (s. 1H, 3-H), 4.35 [br s, 1H, (CH 3 )2CN«]. 2.03 
(s. 3H. 4-Ctf 3). 1 -33 [s. 6H. 2-(Ctf 3)2l- 

EXAJMPLE148 

10 R-Kthoxv- 1 .2-dihvrim.2.2.4-tri r i^rhvl^trifluommethvl-8-PVridof5.6-gquinPhne 

f^TT. pr.nnH TAX structure 7 1 nf Scheme XVn. where R 1 =r2=H, RS^trifluprprnethyl, 
R5=ethvl. Y=i£l This compound was obtained along with Compounds 247 and 249 as 
described above (EXAMPLE 147). Data for Compound 248: *H NMR (400 MHz. 
CDCI3) 7.56 (d, 1H, J = 1.8. 5-H). 6.84 (s. 1H. 7-H). 6.74 (s. 1H. 10-H), 5.52 (s, 1H. 3-H). 

15 4.47 (q. 2H, J = 7.0. CH3C»20). 4.12 [br s, 1H, (CH3)2CNH], 2.09 (d. 3H, J = 1.3, 4- 
CH3), 1 .42 (t, 3H, / = 7.0. CJ/3CH2O), 1 .34 [s, 6H. 2-(Cfl3)2l- This product was readily 
converted to the 2-quinolone isomer Compound 247 by heating neat with 10 equivuiv p- 
chlorophenol at 180°C for 3 h, giving Compound 247 in >80% yield. 

20 EXAMPLE 149 

(R £1- 1 .2.6.7-Tetrahvdrr>^hvd™xv-2.2.4-tri m 

ff lq ^iinn1ine (Compound 249. structure 69 of Scheme XVH. where R^R^H. 
RSstrifluoromethvl. Y=NID This compound was obtained along with Compounds 247 and 
248 as described above (EXAMPLE 147). Data for Compound 249: *H NMR (400 MHz, 
25 DMSO-d6) 10.16 (s, 1H, CONfl). 7.09 (s, 1H. 5-H), 6.61 (s, 1H. OH), 6.24 (s, 1H. 10-H). 
6.01 [s. 1H, (CH3)2CNH], 5.21 (s, 1H. 3-H). 2.80 and 2.72 (ABq, 2H, JAB = 16-4. 7-H). 
1.86 (s, 3H, 4-CH3), 1.19 and 1.17 [2s, 2 x 3H, 2-(C#3)2]. This product was readily 
converted to the 2-quinolone isomer Compound 247 by heating to 60°C in benzene or 
toluene with a catalytic amount of /?-TsOH for 2 h, giving Compound 247 in >95% yield. 
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f*Att-K2.3.4-Tetr^ 

(Compound 250. structure 63 of Scheme XVTTI. where R^R^H. R 3 =trifluoit>methvL 

5 (R/SV1.23,4>TetrahvdrQ-2^ .4>triTnethvl-7^1 .1 .l-trimethv)acetoxv)quinoline (structure 72 
of Scheme XVm. where R ] =H. P=M>utvl. Y=Q) In a dry r.b. flask equivuipped with a 
magnetic stir bar was suspended l,2-dihydro-2,2,4-trimethyl-7-( 1,1,1 - 
trimethylacetoxy)quinoIine (structure 67 of Scheme XVIII, where R^H, PsM>utyl, Y=0; 
EXAMPLE 138) (1.01 g, 3.37 mmol) and 10% Pd/C (200 mg) in CH2CI2. The flask was 

10 charged with H2 gas and allowed to react for 12h with constant stirring. The suspension was 
filtered though a bed of Celite™, washed with EtOAc (2 x 50 mL) and concentrated in 
vacuo to afford 996 mg (98%) of £/V5)-1^3,4-tetrahydn>-2 t 2 > 4-trimethyI-7-( 1,1,1 - 
trimethylacetoxy)quinoline as a light brownish-red solid. Data for (ii/^-l^^^tetrahydro- 
2^4-trimethyl-7-(l,M-trimethylacetoxy)quinoline: *H NMR (400 MHz, CDCI3) 7.10 

15 (dd, J = 8.5, 0.9, 1 H), 6.30 (dd, J = 8.4, 2.4, 1 H), 6.13 (d, J = 2.2, 1 H), 3.62 (br s, 1 H), 
2.87 (m, 1 H), 1.71 (dd,./ = 13,5.4, 1 H), 1.41 (apparent t, J = 13, 1 H), 1.31 (m, 10H), 
1.22 (s.3H), 1.16 (s. 3 H). 

(R/S)- 1 .23.4»Tetn^vdro-7-hvdroxv-2.2.4"trimethvlquinoline This compound was prepared 
20 as described above for l^-dihydro-7-hydroxy-2,2,4-trimethylquinoline (EXAMPLE 138) 
from (/VS>l,2,3,4-tetrahydro-2^,4-tri^ (230 mg, 

0.845 mmol) to afford (/V5)-1^3t4-tetrahydro-7-hydroxy-2,2,4-trimethylquinoline, which 
was used in the following reaction without further purification. 

25 (fl/SV 1 .23.4-Tetrahvdro-2.2.4-trim 

(Compound 250. structure 63 of Scheme XV IIL where r!=R2=H. R3=trifluoromethvl. 
Y=Q) This compound was prepared by General Method 9 (EXAMPLE 238) from crude 
(R/Syi A3,4-tetrahydro-7-hydroxy-2A4-trimethylquinoline and ethyl 4,4,4- 
trifluoroacetoacetate (310 mg, 1.69 mmol, 2 equivuiv) to afford 160 mg (61% overall) of 

30 Compound 250 as a yellow solid. Data for Compound 250: R f 0.4 (hex/EtOAc, 3: 1); if! 
NMR (400 MHz, CDCI3) 7.41 (s, 1 H), 6.37 (s, 1 H), 6.33 (s, 1 H), 4.46 (s, 1 H), 2.92 (m, 1 
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H), 1.80 (dd, / » 13, 5.0, 1 H), 1.42 (dd, J = 13, 13, 1 H), 1.38 (d, J - 6.0, 3 H), 1.31 (s, 3 
H), 1.25 (s, 3 H). 

EXAMPLE 151 

5 1.2-Dihvdro-2^.4-trimeth vl^trifluoromethvl-8-thiopvranonof5.6-g1cmin^ 

2S1. structure 58 of Scheme XVI- where r!=r2=H. R3=trifluorornethvI. Y=Cn In a dry 
pressure tube equivuipped with a magnetic stir bar was dissolved Compound 238 
(EXAMPLE 138) (50 mg, 0.159 mmol) and Lawesson's reagent (320 mg, 0.79 mmol, 5 
equivuiv) in 15 mL toluene. The resulting solution was heated at 100°C for 20 h. The cooled 
10 solution was concentrated on Celite ™ to give a free flowing powder which was purified by 
flash column chromotography (silica gel, hexanes/EtOAc, 5:1) to give 40 mg (78%) of 
Compound 251 as a bright red solid. Data for Compound 251: Rr 036 (silica gel. 
hex/EtOAc. 3:1); *H NMR (400 MHz, acetone-d6) 7.25 (s, 1 H.), 4.03 (s, 1 H), 6.89 (br s, 1 
H). 6.53 (s, 1 H), 5.62 (s, 1 H), 2.77 (d, J = 1.1,3 H). 1.39 (s, 6 H). 

15 

EXAMPLE 152 

f/ySM.2.3.4-Tetrahvdiic-2.2.4-trim 

(Compound 252. structure 76 of Scheme XIX. where r!=r2=H. R3=trifluoromethvl. Y=C» 
In a dry pressure tube equivuipped with a magnetic stir bar was dissolved Compound 250 

20 (EXAMPLE 1 50) (26 mg, 0.0836 mmol) and Lawesson's reagent (60 mg, 0.41 mmol, 5 

equivuiv) in 15 mL toluene. The resulting solution was heated at 100°C for 20 h. The cooled 
solution was concentrated on Celite™ to give a free flowing powder which was purified by 
flash column chromotography (silica gel, hexanes/EtOAc, 5:1) to afford 19.2 mg (71%) of 
Compound 252 as a bright orange solid. Data for Compound 252: Rf 0.37 (silica gel, 

25 hex/EtOAc, 3:1); *H NMR (400 MHz, CDCI3) 7.43 (s. 1 H). 7.16 (s, 1 H). 6.45 (s, 1 H), 
4.59 (br s, 1 H). 2.93 (m, 1 H), 1.82 (dd, J = 13, 5.1, 1 H), 1.45 (app t, J = 13, 1 H), 1.39 
(d, J = 6.6, 3 H), 1 .34 (s, 3 H), 1.27 (s, 3 H). 
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EXAMPLE 153 

$-Chlon>fdiflooro)methvl- 1 .2^ihvdro-2.2.4-trime thvl-8-Dvranonor5.6-Plgijinnlin ? 
(Compound 253. structure S7 of Scheme XVn. wher e RUr2 = h, 
R3=chlorodifl UOro in e thvl. Y=m 
5 This compound was prepared by General Method 9 (EXAMPLE 238) from 1 ,2-dihydro-7- 
hydtoxy-2,2,4-trimethylquinoline (EXAMPLE 138) (71 mg, 0.37 mmol) and methyl 4- 
chloro-4,4-difluoroacetoacetate (150 mg, 1.62 mmol, 2.2 equivuiv) to afford 17.6 mg (15 
%) of Compound 253 as a light yellow solid. Data for Compound 253: R, 0.35 
(hex/EtOAc, 3:1); >H NMR (400 MHz, CDCI3) 7.40 (s, 1 H), 6.33 (s, 1 H), 6.31 (s, 1 H), 
10 5.4 1 (s, 1 H), 4.42 (br s, 1 H), 2.02 (s, 3 H). 1 .36 (s, 6 H). 



EXAMPLE 154 

9-Acefrl-l t 2-dihvdro-2.2.4-trimeftvl^rrif^ 

(Compound 254, strucnire 59 of Scheme XVI. where R * =R 2 =H. R 3 =trifluo rome thvl. 
15 R 4 =acetv1. Y=NT> 

To an oven-dried 10-mL r.b. flask containing Compound 247 (15 mg, 0.049 mmol) in 1 mL 
dichloromethane at rt was added acetic anhydride (0. 10 mL, xs) and 4-NJf- 
dimethylaminopyridine (6.5 mg, 0.054 mmol, 1.1 equivuiv), and the mixture was stirred 10 
min. Dichloromethane (20 mL) was added, and the solution was washed with 1M pH 7 

20 potassium phosphate buffer, dried (Na2S04), and concentrated under reduced pressure. 
Purification by flash column chromatography (silica gel, hexanes/ethyl acetate, gradient 
elution) afforded 16 mg (92%) of Compound 254 as a yellow oily solid. Data for 
Compound 254: *H NMR (400 MHz, CDCI3) 7.66 (s. 1H, 5-H). 7.08 (s. 1H, 7-H), 6.83 (s, 
1H, 10-H), 5.63 (s, 1H. 3-H), 4.31 [brs, 1H, (CH3)2CNfl], 2.38 (s, 3H, C//3CON), 2.12 (s. 

25 3H.4-CW3),1.48[s,6H,2-(CW3)2]. 

EXAMPLE 155 

1 ^-Djhvdro-2.2.4. 1 0-tetramemvl^trifluorcmiethvl-8.nvrid onor5.6-i»1auinolir^ ( Comp ound 
255. structure 57 of Scheme XVTI. where Rl=me thvl. R2=H R3 = triflunroTT ie thv]. Y=NfH 
30 6-rgrr-Butvloxvcarbamovl-2-nitrotolu ene (structure 65 of Scheme XVTI. where Rl=methvl_ 
P=r-butvloxvcarbonl. Y=NTT> This intermediate was prepared from 2-methyl-3-nitroaniIine 
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(5.00 g, 32.8 nraiol) by General Method 10 (EXAMPLE 147), affording 7.44 g (90%) of 6- 
ferr-butyloxycarbamoyl-2-nitrotoluene as an off-white solid. Data for 6-tert- 
butyloxycarbamoyl-2-nitrotoluene: l H NMR (400 MHz, CDCI3) 7.98 (br d, / = 8.0, 1H, 

5- H).7.51 (brd./=8.1, 1H, 3-H), 7.28 (dd, / = 7.6,3.4, 1H, 4-H), 6.58 (brs, 1H,N«), 
5 2.34 (s, 3H, 1-0*3). 1 .53 [s, 9H, (Cfl&GO)]. 

2-Amino-6-terr-butvlQxvcaifaamov ltoluene (structure 66 of Scheme XVII. where 
Rl=methvl. Pter-hutvloxvcarbo nl Y=NH) This compound was prepared from 6-tert- 
butyloxycarbamoyl-2-nitrotoluene (4.60 g, 18.2 mmol) in a manner similar to that described 
10 for 3-retf-butyloxycarbamoylaniline (EXAMPLE 147), affording 4.00 g (99%) of 2-amino- 

6- ferr-butyloxycarbamoyltoluene as a colorless oil. Data for 2-amino-6-ferf- 
butyloxycarbamoyltoluene: *H NMR (400 MHz, CDCI3) 7.04 (br d of ABq, 7AB = 8.0, 

J A = 0, Jb - 7.9, 2H, 5,4-H), 6.49 (d. J = 8.3, 1H. 3-H), 6.26 (br s, 1H, Nfl), 3.61 (br s, 2H, 
N/*2), 2.02 (s, 3H, 1 -CH3), 1.51 [s, 9H, (Ctf3)3CO)). 

15 

7- fgyt-Butvloxvcarban iovl-1.2-dihvdro-2^.4.8-tetramethvlQuinoline (structure 67 of Scheme 
XVn. where R l=methvl. P=f-hutvloxvcarbonl. Y=NH) This compound was prepared from 
2-amino-6-rerr-butyloxycari>amoyltoluene (4.00 g, 18.0 mmol) according to Genera] 
Method 1 1 (EXAMPLE 147), affording 4.56 g (84%) of 7-terf-butyloxycarbamoyl- 1 ,2- 

20 dihydro-2A4,8-tetramethylquinoline as a white solid. Data for 7-rerf-bulyIoxycarbamoyl- 
l^-dihydro-2^,4,8-tetramethylquinoline: *H NMR (400 MHz, CDCI3) 6.94 and 6.88 (or 
ABq, JAB - 8.3, 2H, 6,5-H), 6.16 (br s, 1H, HNBoc), 5.27 (s, 1H, 3-H). 3.61 (br s, 1H, 
(CH3)2CNH]) 2.04 (s, 3H, 8-C//3). 197 (s, 3H, 4-CH3). 150 (s, 9H, (Ctf3)3CO)]), 1.28 (s, 
6H,2-(Ci/3)2). 

25 

7-Aniino-1.2-d ihvdro-2.2.4.8-tetramethvlouinoline This compound was prepared by 
General Method 12 (EXAMPLE 147) from 7-lert-butyloxycarbamoyl-l,2-dihydro-2^,4,8- 
tetramethylquinoline (400 mg, 1.32 mmol) affording 267 mg (quant) of 7-amino-l,2- 
dihydro-2^,4,8-tetramethylquinoline as a light reddish oil. Data for 7-amino- 1 ,2-dihydro- 
30 2A4,8-tetramethylquinoline: *H NMR (400 MHz, CDCI3) 6.82 (d, J ■ 8.2, 1H, 5-H), 
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6.08 (d, J = 8.1. 1H, 6-H), 5.15 (d, J = 1.2, 1H, 3-H), 3.56 (br s, 3H, N#2. Ntf), 1.95 (d, J = 
1.2, 3H, 4-CH3). 1.91 (s, 3H, 8-CJ/3), L27 [s, 6H, 2-(C«3)2]- 

1 ^-rahvdro-2.2 AlO-tetram^^ (Compound 
5 255. structure 57 of Scheme XVII. where Rl=methvl. R^H. R3=trifluoromcthvL Y=NH^ 
This compound was prepared by General Method 13 (EXAMPLE 147) from 7-amino-l,2- 
dihydro-2^ t 4,8-tetramethylquinoline (100 mg, 0.49 mmol) and ethyl 4,4,4- 
trifluoroacetoacetate (107 mL, 0.73 mmol, 1.5 equivuiv) affording 75 mg (47%) of 
Compound 255 as a fluorescent-yellow solid. Data for Compound 255: *H NMR (400 
10 MHz, CDCI3) 9.23 (br s, 1H, CONH), 7.37 (s, 1H, 5-H), 6.67 (s, 1H, 7-H), 5.45 (s t 1H, 3- 
H),4.14[brs, 1H, (CH3)2CN//], 2.12 (s.3H, 10-C#3). 2.04 (d, J= 1.1, 3H.4-GJ5&), 1.37 
[s,6H,2-(C//3)2). 

EXAMPLE 156 

15 1 .2-Dihvdro-2.2.4-trimethyl-6-( 1 . 1 .2-2.2-pentafluoroethvn-8-pvranonof5.6-g1quinoline 
(Compound 256. structure 57 of Scheme XVII. where Rl=R2=H. R 3 =pentafluoroethvL 
Y=Q) This compound was prepared by General Method 9 (EXAMPLE 238) from 1,2- 
dihydro-7-hydroxy-2 r 2,4-trimethylquinoline (EXAMPLE 138) (67 mg, 0.35 mmol) and 
ethyl 4,4,5,5,5- pentafluoropropionylacetate (179 mg, 0.76 mmol, 2.2 equivuiv) to afford 

20 1 1.8 mg (10 %) of Compound 256 as a light yellow solid. Data for Compound 256: 1 H 
NMR (400 MHz, CDCI3) 7.31 (s, 1 H), 6.35 (s, 1 H), 6.33 (s, 1 H), 5.40 (s, 1 H), 4.54 (s, 1 
H), 1.99 (d, J = 1.1,3 H), 1.35 (s, 6 H). 



EXAMPLE 157 

25 (/ySV^^]oro(difluoro^methvl-L2^ 

glquinoline (Compound 257. structure 63 of Scheme XVIII. where R*=r2=H. 
R3s=chlorodif]uoromethvl. Y=Q) This compound was prepared by General Method 9 
(EXAMPLE 238) from (/VS)- 1 ^3»4-tetrahydro-7-hydroxy-2^,4-trimethylquinoline 
(EXAMPLE 150) (57 mg, 0.29 mmol) and methyl 4-chloro-4,4-difluoroacetoacetate (120 

30 mg, 0.645 mmol, 2.2 equivuiv) to afford 35.6 mg (38 %) of Compound 257 as a light yellow 
solid. Data for Compound 257: R f 0.37 (hex/EtOAc, 3:1); *H NMR (400 MHz. CDCI3) 
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735 (s. 1 H), 6.36 (s, 1 H), 6 32 (s. 1 H). 4.53 (br s, 1 H). 2.95 (m, 1 H), 1 .80 (ddd, J = 13, 
5.1. 1.5, 1 H), 1.45 (apparent t, J = 13, 1 H), 1.39 (d, / = 6.7. 3 H), 1.32 (s, 3 H), 1.27 (s, 3 
H). 

EXAMPLE 158 
5 7-Chloro-1.2-dihvdro-2.2.4-trimeftvl-^ 

(Compound 2S8. structure S7 of S cheme XVII. where R>=H. R^sCI. R3=trifluoromethvl. 
Y=C0 This compound was prepared by General Method 9 (EXAMPLE 238) from 1,2- 
dmydro-7-hydroxy-2a.4-trirnethylquinoline (EXAMPLE 138) (78 mg, 0.41 mmol) and 
ethyl 2-chloro-4,4.4-trifiuoroacetoacetate (195 mg. 0.898 mmol, 2.2 equivuiv) to afford 7.2 
10 mg (6%) of Compound 258 as a red solid. Data for Compound 258: Rf 0.33 (hex/EtOAc, 
3: 1); *H NMR (400 MHz, CDCI3) 7.37 (s, 1 H), 6.32 (s, 1 H), 5.42 (s, 1 H), 4.54 (br s, 1 
H),2.01(d,J= 1.0, 3 H), 1.31 (s, 6 H). 

EXAMPLE 159 

15 (7g/SV7-ChIoro- 1 ^.3.4-tetr ahvdro-2.2.4-trimethvl-6-trifluoromethvl-8-Pvranonor5.6- 
glQuinoline f Compound 259. structure 63 of Scheme XVIII. where R*=H. R2=C|. 
R 3 =trifluoromethvl. Y=Q) This compound was prepared by General Method 9 (EXAMPLE 
238) from (J?/5)-l^,4-tetrahydro-7-hydroxy-2A4-trimemylquinoline (EXAMPLE 150) 
(57 mg 0.29 mmol) and ethyl 2-chloro-4,4,4-trifIuoroacetoacetate (140 mg, 0.645 mmol, 2.2 

20 equivuiv) to afford 6.8 mg (7%) of Compound 259 as a yellow solid. Data for Compound 
259: R f 0.35 (hex/EtOAc, 3:1); *H NMR (400 MHz, CDCI3) 7.53 (s, 1 H), 6.32 (s, 1 H), 
4.51 (br s, 1 H), 2.93 (m, 1 H), 1.81 (dd, J = 13, 3.7. 1 H). 1.44 (apparent t, J = 13. 3 H), 
1.31 (s,3H), 1.25 (s, 3 H). 

25 EXAMPLE 160 

(Rm- 1 ^.3.4-Teh^vdnv2.2.4-triniethvl-6^rifluoromethvl-8 -Pvridonor5.6-glQuinoline 
(Compound 260. structure 63 of Scheme XV III. where r!=r2=H. R3=<rifluoromethvl. 
Y=NH> 

f/fr^7-tert-Butv)oxvairbamovl-1.2.3.4-ten^^ (structure 72 of 

30 Scheme XVIII. where R*=H. P=f-butvloxvcarbonvl. Y=NH> To an oven-dried 100 mL 
round-bottomed flask containing 7-rerr-butyloxycarbamoyl- 1 ,2-dihydro-2,2,4- 
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trimethylquinoline (EXAMPLE 147) (200 mg, 0.69 mmol) in 50 mL 2: 1 ethyl 
acetate/ethanol at rt was added 10% Pd on C (approx 1 mol%), and the mixture was stirred 
under an atmosphere of H2 for 4 h. The reaction mixture was then filtered, and 
concentrated under diminished pressure to give 201 mg (quant) of 1-tert- 
5 butyloxycarbamoyl-l,23,4-tetra^^ Data 
for (/&^-7-tert-butyloxycarbamoyl^ 1 H NMR 

(400 MHz, CDCI3) 7.02 (d, / = 8.7, ia 5-H), 6.73 (br s, 1H, flNBoc), 6.39 (dd, J = 8.3, 
^2, 1H, 6-H), 6.29 (br s, 1H, 8-H), 3.62 (br s, 1H. Nfl), 2.85 (ddq, J = 12.5, 12.3, 6.4, 1H, 
4-H). 1.70 and 1.39 [d of ABq./AB = 12.8. J a = 5.5 Hz (3-Hequiv). JB = 12.6 Hz (3- 
10 Hax)2H], 1.49 [s, 9H, (C// 3 )3CO)), 1.29 (d, J = 6.7, 3H, 4-C# 3 ). 1.21 (s. 3H, 2-CH 3 ), 1-14 
(s, 3H. 2-CH3). 

(/^7-Amino-1.2.3.4-tetrahvdm.^ 2.4-trifnethvloiiinn1in < . This compound was prepared 
by General Method 12 (EXAMPLE 147) from 7-/m-butyloxycarbaiiK)yl-U.3.4-tetnmydro- 

15 2^,4-trimethylquinoline (150 mg, 0.51 mmol) to afford 98 mg (quant) of (#^7-amino- 
1^3,4-tetrahydro-2A4-trimethylquinoline as a light reddish oil. Data for 7-amino- 1,2.3,4- 
tetrahydro-2A4-trimethylquinoline: *H NMR (400 MHz, CDCI3) 6.92 (dd, J = 8.0. 0.8, 
1H, 5-H). 6.02 (dd, J = 8.2. 2.3. 1H. 6-H). 5.77 (d. J = 2.3, 1H, 8-H), 3.39 (br s. 3H Nff 2 . 
Nfl),2.81 (ddq./= 12.6. 12.3.6.4, 1H.4-H), 1.68 and 1.38 [d of ABq, /AB = 12.8, 7a = 

20 5.5 Hz (3-Hcquiv). /B = 12.5 Hz (3-Hax)2H], 1.26 (d. / = 6.7. 3H. 4-Cff 3 ), 1 .19 (s, 3H, 2- 
CH3), 1 .14 (s, 3H, 2-CH3). 

1.2.3.4-TetntflVdTTv2.2.4-trimemvl-6-^^^ 

(Compound 260. structure 63 of Sche me XVTTT whr. re r!=r2=h r3 

=trifluoromethv1. 

25 Y=NH) This compound was prepared by Genera] Method 13 (EXAMPLE 147) from (R/S)- 
7-aniinc>-l^,3,4-tetrahydro-2^,4-trimethylquinoline (98 mg, 0.51 mmol) and ethyl 4,4,4- 
trifluoroacetoacetate (82 mL, 0.56 mmol, 1.1 equivuiv) to afford 66 mg (42%) of 
Compound 260 as a fluorescent-yellow solid. Data for Compound 260: *H NMR (400 
MHz. CDCI3) 1 132 (br s. 1H, CONH). 7.50 (s. 1H. 5-H), 6.64 (s. 1H, 7-H). 6.41 (s, 1H, 

30 10-H). 4.55 [br s. ia (CH3)2CN/*] f 2.91 (ddq, J = 12.6. 1 2.4. 6.3, 1H. 4-H). 1 .76 and 1 .41 
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[d of ABq, Jab = 12.8, J a = 5,5 Hz (3-Hequiv). JB = 12.4 Hz (3-Hax)2H], 1 .37 (d, / = 
6.8, 3H, 4-CJ/3), 1-22 (s, 3H f 2-CH 3 ), 1.18 (s, 3H. 2-CH 3 ). 

EXAMPLE 161 

S 1 ^-Dihvdn>-2.2.4.9-te^ (Compound 
261. structure 57 of Scheme XVI. where R*=r2=H. RSstrifluoromethvl. R4=methvn 
To an oven-dried 50-mL r.b. flask containing Compound 247 (500.0 mg, 1 .62 mmol) in 5 
mL THF at 0°C was added portion-wise sodium hydride (7 1 .4 mg of a 60% dispersion in 
mineral oil, 1.78 mmol, 1.10 equivuiv). After 30 min, iodomethane (101 mL, 1.62 mmol, 

10 1 .00 equivuiv) was added, and the mixture was allowed to warm to rt, and after 4 h, the 

reaction mixture was cooled to 0°C, and water (5 mL) was added. The reaction mixture was 
then diluted with 100 mL ethyl acetate, and the organic solution was washed with 50 mL 
brine, dried (Na2S04), and concentrated under reduced pressure. Purification by flash 
column chromatography (silica gel, hexanes/ethyl acetate, gradient elution) afforded 497 mg 

15 (95%) of Compound 261 as a bright fluorescent-yellow solid. Data for Compound 261: *H 
NMR (400 MHz, CDCI3) 7.41 (d, J = 1.7, 1H, 5-H), 6.73 (s, 1H, 7-H), 6.28 (s, 1H. 10-H), 
5.42 (s, 1H, 3-H), 4.36 [br s, 1H, (CH3)2CNJfl, 3.62 (s. 3H, NC#3), 2.04 (d, J = 1.2, 3H,4- 
CH3), 1 .33 [s, 6H, 2-(Cff3)2l. 

20 EXAMPLE 162 

l^-Dihvdro-2^4-tri methvl-8-tri^ (Compound 262, 

structure 70 of Scheme XVIL where Rl=R2=H. R3^trifluoromethvl. Y=NH) An 
alternative procedure for the Knorr reaction combined 7-amino-l ,2-dihydro-2,2,4- 
trimethylquinoline (EXAMPLE 147) (131 mg, 0.70 mmol) and ethyl 4,4,4- 

25 trifluoroacetoacetate (154 mL, 1 .05 mmol, 1 .5 equivuiv) with 0.5 mL polyphosphoric acid 
(PPA) in a 10-mL r.b. flask and the mixture was heated to 100°C for 2 h. The cooled 
reaction mixture was diluted with 140 mL ethyl acetate, and the solution was washed with 
neutralized to pH 8 with 50 mL sat'd aqueous NaHC03. The layers were separated, and the 
organic phase was washed with 50 mL brine, dried (Na2S04), and concentrated under 

30 reduced pressure. Purification by flash column chromatography (silica gel, hexanes/ethyl 
acetate, gradient elution) afforded 79 mg (37%) of Compound 247 along with 8 mg (4%) of 
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Compound 262 as a fluorescent-yellow solid. Data for Compound 262: *H NMR (400 
MHz, CDCI3) 10.50 (br s, 1H, C=CCF3Ntf), 7.33 (s, 1H, 5-H), 6.62 (s, 1H, 7-H), 6.17 (s, 
1H. 10-H), 5.33 (s, 1H. 3-H), 4.21 [br s, 1H. (CH3)2CNfl], 2.04 (s, 3H, 4-C#3), 136 [s, 
6H,2-(Cff3)2]. 

5 

EXAMPLE 163 

6-fDichloro(emoxvlmemvll-l^-dlhvdfo-2^4-trimemvl-8-pvranonor5.6-g^ 
(Compound 263. structure 57 of Scheme XVII. where R*=r2=H. 
R3=dich|orofetfTPXY)niethYl. Y=Q) 

10 This compound was prepared by General Method 9 (EXAMPLE 238) from 1 ,2-dihydro-7- 
hydroxy-2,2,4-trimethylquinoline (EXAMPLE 138) (67 mg, 0.35 mmol) and ethyl 4,4,4- 
trichloroacetoacetate (179 mg, 0.77 mmol, 2.2 equivuiv) to afford 30 mg (24%) of 
Compound 263 as a light orange solid. Data for Compound 263: Rf 0.28 (hex/EtOAc, 
3:1); *H NMR (400 MHz, CDCI3) 7.97 (s, 1 H), 6.51 (s, 1 H). 6.32 (s. 1 H), 4.42 (q. J = 

15 7.2, 2 H), 2.92 (m, 1 H), 1.79 (dd, J = 13, 5.1, 1 H), 1.40 (m, 4 H), 138 (d, J = 6.6, 3 H), 
130(s,3H). 1.25 (s. 3 H). 

EXAMPLE 164 

5-f3-Fui^lVl^wlihvdro-2.2.4-triinethvl-8-nv ranonof5.6-plQuinoline fComnound 264. 

20 structure 57 of Scheme XV n. where RI=r2=H. R3 = Vfarvl. Y=<Tl 

This compound was prepared by General Method 9 (EXAMPLE 238) from l,2-dihydro-7- 
hydroxy-2.2,4-trimethylquinoline (EXAMPLE 138) (120 mg, 0.62 mmol) and ethyl B-oxo- 
3-furanpropionate (227 mg, 1.25 mmol, 2 equivuiv) to afford 6.4 mg (3%) of Compound 
264 as a light yellow solid. Data for Compound 264: R f 0.30 (hex/EtOAc, 3: 1); *H NMR 

25 (400 MHz, CDCI3) 7.76 (s, 1 H), 7.76 (dd, J m 3.5, 1 .8, 1 H), 7.34 (s, 1 H), 6. 66 (d, J ■ 
1.7, 1 H), 6.35 (s, 1 H), 6.06 (s, 1 H), 536 (s, 1 H), 4.34 (s, 1 H), 1.95 (d, J » 1.1,3 H), 
1.34 (s, 6 H). 



EXAMPLE 165 

30 1 .2-Dihvdro-l ^.2.4-tet ramemvl-6-trifluoromethvl-8-pvranonor5.6-ylquinoline ( Compound 
265. structure 60 of Scheme XVI. where r!=r2=r5=H. R3 = trifluoromethvl. Y=Q) 
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In a dry r.b. flask equivuipped with a magnetic stir bar was dissolved Compound 238 (SO 
mg, 0.162 mmol) and paraformaldehyde (48 mg, 1.62 mmol, 10 equivuiv) in glacial acetic 
acid (10 mL). To this bright yellow solution was added NaCNBH3 (50 mg, 0.8 1 mmol, 5 
equivuiv). The solution stirred for 18 h under an atmosphere of N2. In a separate flask was 
5 prepared a suspension of 100 g ice and 20 mL of 20% NaOH(aq). The reaction mixture was 
slowly poured over the NaOH solution, extracted with EtOAc (3 x 50 mL), washed with 
brine, dried (Na2S04) and concentrated in vacuo to afford 50.6 mg (97%) of Compound 
265 as a bright yellow solid. Data for Compound 265: Rf 0.39 (hex/EtOAc, 3:1); *H 
NMR (400 MHz, CDCI3) 7.20 (d, J = 1.8, 1 H), 6.36 (s, 2 H) f 5.36 (d, J = 1 .0, 1 H), 2.88 
10 (s, 3 H), 2.00 (d, J = 1.1, 3 H), 1 .39 (s, 6 H). 

EXAMPLE 166 

i:2-Dihvdro-6^fluoromethvl-2.2^^ ouinoline 
(Compound 266. structure 57 of Scheme XVII. where R^r2=h. R3=trifluoromethvL 
15 Y=S1 

3-Amino-S-r-butvloxvcarbonvl thiophenol (structure 66 of Scheme XVII. where R^-H. 
P=M>utvloxvcarbonvl. Y=S) To a solution of 3-aminothiophenol (500 mg, 4.0 mmol) and 
di-f-butyl dicarbonate (872 mg, 4.0 mmol) in 10 mL of dry dichloromethane at 0°C was 
added dropwise, triethylamine (557 mL, 4.0 mmol). When the addition was complete, the 

20 reaction was allowed to warm to it and the resulting mixture was stirred for 1 6 h. The 

reaction mixture was concentrated in vacuo and the residue was then diluted with 20 mL of 
ethyl acetate and washed with water (2x10 mL), dried (Na2S04) and concentrated in vacuo 
to an oil that was subjected to flash chromatography (silica gel, hexanes/ethyl acetate, 7:3) 
which gave 274 mg (30%) of 3-amino-S-r-butyloxycarbonyl thiophenol as a clear oil. Data 

25 for 3-amino-S-f-butyloxycarbonyl thiophenol: *H NMR (400 MHz, CDCI3) 7.12 (apparent 
t, J = 8.2, 1H), 6.90 (d, J = 8.2, 1H), 6.84 (d, / = 2.2, 1H), 6.68 (dd, J = 8.2, 2.2. 1H), 
3.68 (brs, 2H), 1.56 (s,9H). 

7-NButvloxvcart)onvlthio-L2>dihvdn>-2.2.4-trimethvlquinoline (structure 67 of Scheme 
30 XVn. where Rl=H. fcr-butvloxvcarbonvL Y=S) This compound was prepared by General 
Method 13 (EXAMPLE 147) from 3-amino-S-f-butyloxycarbonyl thiophenol (274 mg, 1.2 
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mmol) to afford 148 mg (40%) of 7-r-butyloxycaibonyltfuo-l^-dihydro-2^,4- 
trimethylquinoline as a yellowish oil. Data for 7-f-butyloxycarbonylthio-l ,2-dihydro-2,2,4- 
trimethylquinoline: *H NMR (400 MHz, CDCI3) 7.02 (d, J = 7.9, 1H), 6.74 (dd, / = 7.9, 
1.6, 1H). 6.57 (d, J = 1.6, 1H), 5.31 (s, 1H). 3.73 (br s, 1H). 1.95 (s, 3H), 1.50 (s, 9H), 1.26 
(s.6H). 

1 ^-Pihvdro^trinuoromethvl-2.2.4-trimethvl-9-thiopvran-8-onor5.6- g1 ouinolme 
(Compound 266. structure 57 of Scheme XVII. where r! =r2=H. RS^trifluoromethvl. 
Y=S) Trifluoroacetic acid (744 mL, 0.0096 mol) was added all at once via a syringe to a 
solution of 7-/-butyloxyMrbonylthio-l,2^hydro^^ 1 mL 

of dry dichloromethane at 0 °C. After 10 min the ice bath was removed and the mixture 
was allowed to stir at it for 45 minutes. It was then cooled to 0 °C and neutralized with 
sat'd NaHC03, extracted with dichloromethane (3x10 mL). The combined organic phases 
were washed with water (10 mL), dried (Na2S04) and concentrated in vacuo to a crude 
product (50 mg) that was used directly in the next step. A solution of the crude material 
obtained above (50 mg) and zinc chloride (100 mg, 0.724 mmol) in 0.5 mL of absolute 
ethanol was heated in a sealed tube for 16 h at 80 °C. The reaction was quenched with sat'd 
NH4CI (2 mL) and extracted with ethyl acetate (2x5 mL), dried (Na2S04) and 
concentrated in vacuo to an orange solid residue that was subjected to flash 
chromatography (silica gel, hexanes/ethyl acetate, 7:3), followed by preparative TLC (500 
urn, hexanes/ethyl acetate, 7:3) to afford 2.2 mg (3%) of Compound 266 as a yellow oil. 
Data for Compound 266: *H NMR (400 MHz. CDCI3) 7.54 (s. 1H). 6.62 (s, 1H), 6.43 (s, 
1H), 5.44 (s, 1H), 4.32 (br s, 1H), 2.03 (s, 3H), 1.29 (s, 6H). 

EXAMPLE 167 

1.2-pihYdrtH.2.2A9-nentanTCtovl-6^ffao^ 

(Compound 267. Structure 60 of Scheme XVI. where r1=r2= r5 =h . RS^rifluortvr^thvl 
Y=N-methvn 

To a 25-mL r.b. flask containing Compound 247 (EXAMPLE 147) (125.8 mg, 0.41 mmol) 
in 5 mL DMF at rt was added 200 mg (approx 10 equivuiv) solid KOH. After 30 min, 
iodomethane (129 ML, 2.04 mmol, 5.0 equivuiv) was then added, and the mixture was 
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allowed to stir at it overnight Ethyl acetate (SO mL) was then added, the biphasic mixture 
was neutralized to pH 6 with sat'd aqueous NH4CI, and the layers were separated. The 
organic phase was washed with brine, dried over Na2S04, and concentrated under reduced 
pressure. Purification by flash column chromatography (silica gel, hexanes/ethy 1 acetate, 
5 gradient elution) afforded 1 1 1 rog (8 1 %) of Compound 267 as a bright fluorescent-yellow 
solid. Data for Compound 267: *H NMR (400 MHz, CDCI3) 7.37 (s, 1H, 5-H), 6.74 (s, 
1H. 7-H). 6.21 (s, 1H, 10-H), 538 (s, 1H, 3-H), 3.69 [s, 3H, CONCH3]. 2.94 [s, 3H, 
(CH3)2CNCJ/3l, 2.03 (s, 3H, 4-CH$), 1.40 [s, 6H, 2-(C/*3)2]. 

10 EXAMPLE 168 

7-Chlorrvl.2Hiihvdro.2.2.4-trimemvl-6-trifluoromemvl-8-Pvridonor5.6^ 

(Compound 268. structure 57 of Scheme XVII. where R*=H. R 2 =C1. R3=trifluoromethvl. 

Y=NH) 

This compound was prepared by General Method 13 (EXAMPLE 147) from 7-amino-l,2- 
15 dihydro-2,2,4-trimethylquinoline (EXAMPLE 147) (64 mg, 0.34 mmol) and ethyl 2-chloro- 
4,4,4-rrifluoroacetoacetate (147 mg, 0.68 mmol, 2.0 equivuiv) to afford 36 mg (31%) of 
Compound 268 as a fluorescent-yellow solid. Data for Compound 268: *H NMR (400 
MHz, CDCI3) 7.52 (s. 1H, 5-H), 6.31 (s, 1H, 10-H), 5.43 (s, 1H, 3-H), 4.47 [br s, 1H, 
(CH3)2CN«], 2.03 (s, 3H, 4-C//3), 1.33 [s, 6H, 2-(Cff3)2l- 

20 

EXAMPLE 169 

6-Chlonrfdifluoro>rr«thvl-1.2-dihvdro 

(Compound 269. structure 57 of Scheme XVn. where Rl=R2sH r 
RS^hlorofdifluoromethvn. Y=NH) 

25 This compound was prepared by General Method 13 (EXAMPLE 1 47) from 7-amino- 1 ,2- 
dihydro-2,2,4-trimethylquinoline (EXAMPLE 147) (60 mg, 0.33 mmol) and methyl 4- 
chloro-4,4-difluoroacetoacetate (92 mg, 0.49 mmol, 1.5 equivuiv) to afford 17 mg (16%) of 
Compound 269 as a fluorescent-yellow solid. Data for Compound 269: *H NMR (400 
MHz, CDCI3) 12.50 (br s. 1H, CONfl), 7.52 (s, 1H, 5-H), 6.62 (s, 1H, 7-H), 6.39 (s, 1H, 

30 10-H), 5.42 (s, 1H, 3-H), 4.48 [brs, 1H, (CH3)2CN*fl. 2.04 (d, J = 1.0, 3H,4-C#3X 1 31 
[s, 6H, 2-(Cff3)2l- 
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EXAMPLE 170 

8<frano-l^Hiihvd^ (Compo und 270. stnieftim 16 nf 

Scheme IV. where R2-4 r6 = H . R^vano. XarCHol 

To a 25-mL r.b. flask equivuipped with a magnetic stir bar were added Compound 117 
(104.7 mg, 0.40 mmol), DMF (1 .5 mL), pyridine (0. 16 mL), and copper (I) cyanide (43.2 
mg, 0.48 mmol). A reflux condenser was attached to the flask. The green cloudy mixture 
was stirred at reflux for 3 hours, and allowed to cool to room temperature. The reaction 
mixture was diluted with ether (30 mL) which formed a precipitate in the dark solution. 
The precipitate was gravity filtered through Celite. The filtrate was rinsed three times with 
ether (20 mL). The isolated solution was added to a separatory funnel. The organic layer 
was washed with 2: 1 mixture of water and ammonium hydroxide (20 mL) followed by 
saturated ammonium chloride solution (2 x 20 mL) and saturated sodium bicarbonate (20 
mL). The aqueous layers were extracted with ether (3x10 mL). The organic layers were 
combined, dried (Na2S04) f and concentrated. The product was purified by flash column 
chromatography (75 mL silica, hexane) to afford 30 mg (26 %) of Compound 270. Data for 
Compound 270: *H NMR (400 MHz, acetone-d6) 7.77 (d. /= 7.9, 1H), 7.72 (s, 1 H), 
7.61 (m, 2 H), 6.72 (s, 1 H), 5.54 (s. 1 H), 5.39 (s, 1 H), 3.79 (s, 2 H), 2.08 (s, 3 H), 1.29 (s, 
6H). 

EXAMPLE 171 

6^3^ano-5-fluorophenvlVl^ihvdro-2.2.4-trim ethvlouinQHne (Compound 271, 
structure 4 of Scheme tl. where R 1 =3-cvano-5-fluorophenvn 

.l-Prpm^g^ypyo^p^Qiiitrile. To a 1 liter r.b. flask equivuipped with a magnetic stir bar, 
commercially available l,3^dibromo-5-fluorobenzene (44.0 g, 173.3 mmol), DMF (268 
mL), pyridine (28.0 mL), and copper (I) cyanide (15.5 g, 173.3 mmol) were added under 
nitrogen. A reflux condenser was attached to the flask. The green cloudy mixture was 
stirred at reflux for 3 h. The reaction progress was difficult to monitor by TLC, so once 
lower Rf impurities were observed the reaction was allowed to cool to rt The reaction 
mixture was quenched with 200 mL ether which formed a precipitate in the dark solution. 
The precipitate was gravity filtered through Celite. The filtrate was rinsed three times with 
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ether (100 mL). The isolated solution was added to a separatory funnel. The organic layer 
was washed with 2 to 1 mixture of water and ammonium hydroxide (200 mL) followed by 
saturated ammonium chloride solution (2 x 200 mL) and saturated sodium bicarbonate (200 
mL). The aqueous layers were extracted with ether (3 x 100 mL). The organic layers were 
5 combined and dried (Na2S04). The product, 3-bromo-5-fluorobenzonitrile, was purified by 
flash column chromatography (300 mL silica, hexane) followed by recrystallization from 
hexane to afford 22.3 g (65 %) of the product as white crystals. Data for 3-bromo-5- 
fluorobenzonitrile: *H NMR (400 MHz, acetone-d6) 7.81 (s, 1 H), 7.73 (dd, 7 = 8.4, 1 .9, 
1 H), 7.65 (dd, 7 = 8.5, 2.0, 1 H). 

10 

6>f3^ano-5^fluoroDhenvlVl^ihvdro-2.2.4-trimethvlQuinoline (Compound 271. 
structure 4 of Scheme II. where Rl =3-cvano-5-fluorophenvn. This compound was 
prepared according to General Method 2 (EXAMPLE 9) from Compound 9 (46.3 mg, 0.14 
nunol) and 3-bromo-5-fluorobenzonitrile (29.1 mg, 0.14 mmol). The crude material was 
15 purified by recrystallization from hexane to afford 15.8 mg (37%) of Compound 271. Data 
for Compound 271: *H NMR (400 MHz, acetone-d6) 7.83 (app t, 7 = 1.3, 1 H), 7.68 (dd, 
7 = 10.6,4.0, 1 H). 7.43(47 = 2.0, 1 H).7.41 (dd,7 = 2.2, 1.2 1H)7.35 (dd, 7= 8.3, 2.2, 1 
H), 6.59 (d, 7 = 8.4, 1 H), 5.35 (br s, 1 H), 5.39 (s, 1 H), 2.04 (s, 3 H), 1 .28 (s. 6 H). 

20 EMMPMSJ72 

6^3^ano^fluorophenvlV L2- dihvdi^ (Compound 272. 

structure 4 of Scheme II. where R I =3-cvano-4-fluorophenvn 
This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (53.8 mg, 0.17 mmoles) and 3-bromo-6-fluoro-benzonitrile (33.9 mg, 0.17 

25 mmol). The crude material was purified by HPLC (reverse phase ODS column, 85% 

methanol/water, 3.0 mlVmin) to afford 3.3 mg (7%) of Compound 272. Data for Compound 
272: *H NMR (400 MHz, acetone-d6) 7.97 (dd, J = 6. 1 , 2.2, 1 H), 7.93 (m, 1 H), 7.39 (t, 
7= 17.9, 9.0, 1 H), 7.35 (d, 7= 1.5, 1 H), 7.27 (dd, 7= 8.3, 1.9, 1 H). 6.58 (d, 7= 8.3, 1 H), 
5.38 (s, 1 H), 5.34 (s, 1 H), 2.08 (s, 3 H), 1.28 (s, 6 H). 
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EXAMPLE 173 

^3^an^flu 0 rophenvlVl t 2^ihvdr(>-2.2.4-triiiiethvlo U ino l ine fCrnnpnimri 
Structure 4 of Scheme II. where Rl=3-cvano- 6.flnoroDhenvn 
This compound was prepared according to General Method 2 (EXAMPLE 9) from 
5 Compound 9 (70.0 mg, 0.22 mmol) and 3-bromo-4-fluorobenzonitriIe (44. 1 mg, 0.22 
mmol). The crude material was purified by HPLC (reverse phase ODS column, 85% 
methanoVwater, 3.0 mL/min) to afford 3.3 mg (5%) of Compound 273. Data for Compound 
273: lH NMR (400 MHz, acetone-d6) 7.90 (dd, J = 7.5, 2. 1 . 1 H), 7.67 (m, 1 H), 7.36 
(dd, J = 10.9, 8.5, 1 H), 7.28 (s, 1 H). 7.21 (m, 1 H), 6.58 (d, J = 8.2, 1 H), 5.48 (s, 1 H), 
10 5.37 (s. 1 H), 2.04 (s, 3 H). 1 .29 (s, 6 H). 

EXAMPLE 174 

6-r5-flupit>3^trifluoromemvl)nhe^^^ (CompnimH 
274. structure 4 of Scheme IT. where R 1 =5-flu nro-3-f trifluoromethvl^nhenvl') 

15 This compound was prepared according to General Method 2 (EXAMPLE 9) from 

Compound 9 (42.8 mg, 0.13 mmol) and 3-bromo-5-fluorobenzotrifluoride (32.7 mg, 0.13 
mmol). The crude material was purified by HPLC (reverse phase ODS column, 90% 
methanol/water, 3.0 mlVmin) to afford 3. 1 mg (7%) of Compound 274. Data for Compound 
274: lH NMR (400 MHz, acetone-dtf) 7.71 (s, I H), 7.63 (d, / = 10.5. 1 H), 7.40 (d, J = 

20 2.2, 1 H),7.34(dd,7=8.1. 2.0,1 H), 7.29 (d, J = 8.6, 1 H), 6.59 (d, J =8.3, 1 H),5.50(s. 1 
H), 5.39 (s, 1 H), 2.05 (s, 3 H). 1.29 (s, 6 H). 

EXAMPLE 175 

6-(3-chloro-2-methvlDhenvlV 1 -2-^ihvdro-2.2. 4-trimethvlguinoline (Compound 275 

25 Structure 4 of Scheme TT. where R^=3 ^hlom.2-memvlphi»nv|) 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (70.0 mg, 0.22 mmol) and 2-bromo-6-chlorotoluene (45.2 mg, 0.22 mmol). 
The crude material was purified by flash column chromatography (75 ml silica, hexane to 
5% ethyl acetate/hexane) to afford 63.1 mg (96%) of Compound 275. Data for Compound 

30 275: lH NMR (400 MHz, acetone-d6) 7.30 (d, J = 8.3, 1 H). 7.16 (m, 1 H), 6.95 (s, 1 H), 
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6.87 (d, 7 = 10.2. 1 H). 6.54 (d, 7 = 8.0. 1 H), 5.36 (s, 1 H). 5.25 (s, 1 H), 2.03 (s, 3 H), 1.28 
(s.6H). 

EXAMPLE 176 

5 1 ,2-Pihvdro-2 7 A-trimethvl-<W3-nitroDhen vl1ouinoline (Compound 276. structure 4 of 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (19.4 mg. 0.06 mmol) and 3-nitrobromobenzene (12.3 mg. 0.06 mmol). The 
crude material was purified by flash column chromatography (75 ml silica, hexane to 5% 
10 ethyl acetate/hexane) followed by reverse phase flash column chromatography (50 mL ODS, 
80% methanol/water) to afford 2.9 mg (16%) of Compound 276. Data for Compound 276: 
lHNMR(400MHz.acetone-d6) 8.35 (app 1,7 = 4.1,2.0, 1 H),8.05 (d, 7 = 8.0, 1 H).8.01 
(dd, 7 = 8.1, 6.5, 1 H), 7.64 (t, 7= 15.9, 8.0, 1 H), 7.40 ( d, 7= 2.1, 1 H), 7.34 (dd, 7 = 8.4, 
2.3, 1 H). 6.61 (d, 7 - 8.4. 1 H). 5.40 (d. 7 = 1 .4, 1 H). 2.05 (s. 3 H), 1 .29 (s, 6 H). 

15 

EXAMPLE 177 

6-n-AcetvlphenvlV 1 .2^ihvdr»-2.2 .4-trimethvlauinoline (Compound 277. structure 4 of 
Scheme II. where Rl=3-acetvlphenvn 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
20 Compound 9 (66.2 mg, 0.21 mmol) and 3-bromoacetophenone (41.4 mg, 0.21 mmol). The 
crude material was purified by flash column chromatography (30 ml silica, hexane to 20% 
acetone/hexane) followed by reverse phase flash column chromatography (50 mL ODS, 
70% methanol/water) and a second normal phase flash column chromatography (30 mL 
silica, hexane to 20% acetone/hexane) to afford 5.0 mg (8%) of Compound 277. Data for 
25 Compound 277: *H NMR (400 MHz, acetone-d6) 8.13 (s, 1 H), 7.81 (m. 1 H), 7.50 (t, 7 = 
15.0, 7.8. 1 H). 7.33 (m, 2 H), 6.59 (d, 7 = 8.1, 1 H), 5.38 (s, 1 H), 5.32 (s, 1 H), 2.62 (s. 3 
H), 2.08 (s, 3 H). L28 (s, 6 H). 



30 



EXAMPLE 178 

6-r3^vano-2-methvlphenvlV1.2.dihvdrn -2.2.4-trimethvlouinoline (Compound 278. 
structure 4 of S cheme II. where Rl=3-cvano-2-methvlphenvl) 
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3-Bromo-2-methvlbenzonitriie This compound was prepared in a manner similar to that 
described for 3-bromo-5-fIuorobenzonitrile from commercially available 2,6- 
dibromotoluene (1.80 g, 7.20 mmol), DMF (1 1 mL), pyridine (1.1 mL), and copper (I) 
cyanide (0.52 g, 5.76 mmol). The erode product was purified by flash column 
5 chromatography (100 mL silica, hexane) to afford 50 mg (35 %) of 3-bromo-2- 
methylbenzonitrile. Data for 3-bromo-2-methylben2onitrile: *H NMR (400 MHz, 
acetone-d6) 7.88 (d, 7= 8.0, 1 H), 7.73 (d, 7 = 8.0, 1 H), 7.32 (t, 7= 15.8, 7.9, 1 H). 2.58 (s, 
3H). 

10 6^3^^0-^mgthY|phenYlVl.?-dihvdro-2.2.4-trimethvl Q iiin 0 lin e fComnonnrt 17* 
Structure 4 of Scheme n. where R UVrvanp^-methvlphftnyl) This compound was 
prepared according to General Method 2 (EXAMPLE 9) from Compound 9 (56.5 mg, 0. 1 8 
mmol) and 3-bromo-2-methylben2onitrile (34.8 mg, 0.18 mmol). The crude material was 
purified by flash column chromatography (50 ml silica, hexane to 20% acetone/hexane) 

15 followed by a second flash column chromatography (75 mL silica, hexane to 20% 

acetone/hexane) to afford 10.5 mg (20%) of Compound 278. Data for Compound 278: *H 
NMR (400 MHz, acetone-d6) 7.59 (dd, 7 = 7.7, 0.9. 1 H). 7.48 (dd, 7 = 7.8. 0.8, 1 H), 7.36 
(t.7 = 15.3. 7.7. 1 H), 6.99 (d.7 = 1.8, 1 H), 6.91 (dd, J = 8.1, 1.9, 1 H). 6.58 (d,7 = 8.1, 1 
H), 5.37 (s. 1 H). 5.30 (s. 1 H), 2.48 (s, 3 H), 1.97 (s, 3 H), 1.30 (s. 6 H). 

20 

EXAMPLE 1 79 

l^-PihVdT(>-2.2.4^rrtemvl-6-f3-methvlDh e nvnqit i nolin e (Compound 279. stmrti.m ± »f 
Scheme II. where R J=Vmethvlph^n Y |) 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
25 Compound 9 (99.5 mg, 0.3 1 mmol) and 3-bromotoluene (53.5 mg, 0.3 lmmoles). The 
crude materia] was purified by HPLC (reverse phase. ODS column, 80% methanol/water, 
3.0 mL/min.) to afford 2.7 mg (3%) of Compound 279. Data for Compound 279: *H 
NMR (400 MHz. acetone-d6) 7.37 (s. 1 H). 7.32 (d. 7 = 7.9. 1 H). 7.28 (d, 7 = 2.0, 1 H), 
7.21 (m. 2 H). 7.02 (d, 7=7.3, 1 H), 6.55 (d, 7= 8.3, 1 H).5J6(s. 1 H),5.22(s, 1 H).2.34 
30 (s, 3 H), 2.03 (s. 3 H), 1 .27 (s. 6 H). 
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EXAMPLE 180 

^^.fi.i^rrw^-nitroDhenvlVt.2^hvd m-2.2.4-trimetfavlouinoline f Compound 280. structure 
A nf Scheme n. where * l=S-flnonv3-nitrophenvn 

1 -Fluoro-3-nitmindobenzene To a 25 mL round-bottom flask cquivuipped with a magnetic 
stir bar 3-iodo-5-nitroaniline (543.3 mg, 2.06 mmol) and methylene chloride (10 mL) were 
added under nitrogen. Nitrogen was bubbled through the colorless solution for 15 min. The 
solution was cooled to 0°C in an ice bath. At that point approximately 500 mg nitrosonium 
tetrafluoroborate was added in one portion making a cloudy precipitate. The reaction was 
allowed to continue stirring for 2 hours. The mixture was kept under nitrogen as 10 mL dry, 
deoxygenated ortho-dichlorobenzene was added. A distillation apparatus was fitted to the 
reaction flask. The flask was placed in an oil bath and was heated until the material had 
completely distilled over. The crude product was isolated by washing the residue through a 
short column (74 mL silica, hexane). Purification by silica gel chromatography (74 mL 
silica, hexane) afforded 279.4 mg (50 %) of 5-fluoro-3-nitroiodobenzene. Data for 5-fluoro- 
3-nitroiodobenzene: *H NMR (400 MHz, acetone-d6) 8.36 (s, 1 H), 8.00 (m. 2 H). 

^^Fiiinm-3-nitft m henvlV1.2^ihvdn v2.2.4-trimemvlauinoline (Compound 280. structure 
4 of Scheme H- where Rl s 5 -fliinro-3-nitrophenvn This compound was prepared according 
to General Method 2 (EXAMPLE 9) from Compound 9 (140.2 mg. 0.44 mmol) and 5- 
20 fluoro-3-nitroiodobenzene ( 1 17.6 mg, 0.44 mmol). The crude material was purified by flash 
column chromatography (150 ml silica, hexane to 20% acetone/hexane) followed by a 
second flash column chromatography (100 mL silica, hexane to 20% acetone/hexane) to 
afford 95 mg (69%) of Compound 280. Data for Compound 280: *H NMR (400 MHz, 
acetone-d6) 8.22 (app t, J = 3.0, 1.5, 1 H), 7.78 (m, 1 H), 7.43 (d, / = 2.2, 1 H), 738 (dd, J 
25 = 8.4, 2.3, 1 H), 6.61 (d, J = 8.3, 1 H), 5.58 (s, 1 H), 5.40 (s, 1 H), 2.05 (s, 3 H), 1.29 (s, 6 
H). 

EXAMPLE 181 

] /?.nihvdm^f3- m ^nxvnhenvlV2. '? 4.tTirnethvlQuinoline (Compound 281. structure 4 Of 
30 Scheme II. w hwe Rl=3-methoxvphenvn 



10 
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This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (79. 1 mg, 0.25 mmol) and 3-bromoanisole (46.5 mg, 0.25 mmol). The crude 
materia) was purified by flash column chromatography (75 mL silica, hexane to 10 %ethyl 
acetate/hexane) to afford 2. 1 mg (3 %) of Compound 281. Data for Compound 281: *H 
5 NMR (400 MHz, acetone-d6) 7.25 (m, 2 H), 7. 1 1 (d, 7 = 6.9, 1 H), 7.07 (app t, 7 = 4. 1, 
2.2, 1 H), 6.78 (dd, 7= 8.6, 2.2, 1 H), 6.55 (d, 7 = 8.3, 1 H), 5.36 (s, 1 H), 5.26 (s. 1 H), 3.82 
(s, 3 H), 2.03 (s, 3 H), 1.27 (s, 6 H). 

EXAMPLE 182 

10 6-r5-Cvano-3-pvridvlV1.2-dihvdro-2.2.4-trimethvlfluinoline fCompound 282. structure 4 of 
Scheme II. where Rl=5-cvano-3-pvridvn 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (45.6 mg, 0.14 mmol) and 3-cyano-5-bromopyridine (26.2 mg, 0.14 mmol). 
The crude material was purified by flash column chromatography (100 mL silica, hexane) to 
15 afford 10.4 mg (26%) of Compound 282. Data for Compound 282: *H NMR (400 MHz, 
acetone-d6) 8.2 1 (d, 7 = 1 .7, 1 H), 7.79 (m, 2 H), 7.44 (d, 7 = 2.1, 1 H), 7.39 (dd, 7 = 8.4, 
23, 1 H), 6.61 (d, 7 m 8.2, 1 H), 5.59 (s, 1 H), 5.40 (s, 1 H), 2.05 (s, 3 H), 1.29 (s, 6 H). 

EXAMPLE 183 

20 l^-Dihvdro-2.2.4-trimemvl^2-met hvl.3-nitrophenvltouinoline (Compound 283. 
structure 4 of Scheme n. where Rl=2-methvl-3-nitroDhenvn 
This compound was prepared according to General Method 2 (EXAMPLE 9) from 
Compound 9 (170.6 mg, 0.54 mmol) and 2-bromo-6-nitrotoluene (1 15.8 mg, 0.54 mmol). 
The crude material was purified by flash column chromatography (80 ml silica, hexane to 

25 20% acetone/hexane) followed by a second flash column chromatography (75 mL silica, 
hexane to 20% acetone/hexane) to afford 68 mg (41%) of Compound 283. Data for 
Compound 283: *H NMR (400 MHz, acetone-d6) 7.7 1 (d, 7=7.9, 1 H), 7.49 (dd, 7 = 7.4, 
0.9, 1 H), 7.41 (t, 7 = 15.6, 7.9, 1 H), 6.99 (d, 7 = 1.8, 1 H), 6.91 (dd, 7 = 8.1, 1.9, 1 H), 6.57 
(d, 7 m 8.2, 1 H), 5.37 (s, 1 H), 5.32 (s, 1 H), 2.35 (s, 3 H), 1.97 (s, 3 H), 1.29 (s, 6 H). 



WO 96/19458 



PCT/US95/16096 



204 

EXAMPLE 184 

A_p_^ in^TS-difluo™ph e nvn-1 .2- Hih Y rfm-2.2.4-trimethvlQQinoline (Compound 284. 

» a » f Scheme n. w hf~ R l s 2. am ino-3.5-difluPfophenvl) 

This compound was prepared according to General Method 2 (EXAMPLE 9) from 

5 Compound 9 (48.8 mg, 0.15 mmol) and 2-bromo-4,6-difluoroaniline (31 .9 mg, 0.15 mmol). 
The crude material was purified by flash column chromatography (ODS reverse phase, 80% 
methanol/water) to afford 15 mg (33%) of Compound 284. Data for Compound 284: *H 
NMR(400MHz,acetone-d6) 7.10(d. 7 = 2.0. 1 H), 7.02 (dd. J = 8. 1 . 2.0. 1 H).6.80(m, 1 
H),6.69(m, 1 H)6.56(d,J = 8.1. 1 H).5.36(s. 1 H). 5.34 (s. 1 H). 4.22 (br s, 2 H), 1.97 (s. 

10 3H), 1.28 (s. 6 H). 

EXAMPLE 185 

^(^-Rmmo-^-chloro-S-fin^mphenvn- i %rfihvdro-2.2.4-trimethvlquinoline (Compound 
ttfp, jttnictMre 4 of Sch""« II wh e w- R ls3-bromo-2-chloro-5-fluorophenyl) 

1 5 This compound was prepared according to General Method 2 (EXAMPLE 9) from 

Compound 9 (143.3 mg. 0.45 mmol) and 1 -chloro-2,6-dibromo-4-fluorobenzene (129.9 
mg. 0.45 mmol). The crude material was purified by flash column chromatography (50 mL 
silica, hexane) followed by reverse phase preparatory TLC (1000 mL ODS, 80% 
methanol/water) to afford 4.3 mg (3%) of Compound 285. Data for Compound 285: *H 

20 NMR (400 MHz, acetone-do) 7.50 (dd, J = 7.8. 3.0. 1 H). 7.19 (dd, J = 9.2, 3.0, 1 H), 7.10 
(d, J= 2.0, 1 H), 7.03 (dd. J= 8.1. 2.0. 1 H), 6.55 (d. / = 8.3, 1 H), 5.61 (s, 1 H). 5.37 (s, 1 
H), 1.97 (s, 3 H), 1.29 (s, 6 H). 

EXAMPLE 186 

25 6-r3-Cvano-5-ffiinmphenvl V ? ,2-riihvdro-2 ? A-trimethvl-3-ouinolone (Compound 286, 
c m t,, m 70 nf Scheme X X wh^re r1 = r3 =R 5 =H , R^yano, R 4 =fluoro, P=r- 
butoxvcaibonvl) 

In a 100 mL r.b. flask, a solution of U^ihydxc-6-(3-cyano-5-nuorophenyl)-2.2.4-trimethyl- 
l-f-butoxycarbonylquinoline (structure 77 of Scheme XX. where Rl=R 3 =R 5 =H, R2=cyano, 
30 R 4 =fluoro. P=r-butoxycarbonyl, an intermediate from EXAMPLE 171) (134.8 mg, 0.34 

mmol) in THF (17.2 mL) was treated with a 1 .0 M THF solution of BH3-THF (1 .29 mL, 1.3 



WO 96/19458 



PCT/US95/16096 



205 

mmol, 3.9 equivuiv). The reaction mixture was stirred for 20 min, then poured into a cold 
(0°C) 10 M solution of NaOH (50 mL), ether (50 mL), and 30% hydrogen peroxide (10 
mL). The reaction mixture was stirred overnight (16 h). The reaction mixture was extracted 
with ether (3 x 20 mL). The extracts were combined, dried (Na2S04), and concentrated. 
5 The crude material was dissolved in CH2CI2 (2 mL) and treated with PCC (50 mg). The 
reaction mixture was stirred for 1 h, filtered through a pad of Celite, and concentrated. 
Purification by flash column chromatography (175 mL silica, hexane) afforded 1 .3 mg (1 %) 
of Compound 286 as a white solid. Data for Compound 286: *H NMR (400 MHz, 
acetone-d6) 7.90 (s, 1 H), 7.75 (d, / = 10.6, 1 H), 7.54 (m, 2 H), 7.48 (d, J = 8.3, 1 H), 6.95 
10 (d, J = 8.2, 1 H), 5.52 (s, 1 H), 3.61 (m, 1 H), 1 .49 (d, J = 7.05, 3 H), 1 .33 (s, 3 H), 1 .23 (s, 3 
H). 

EXAMPLE 187 

6-(3>Fluoro-2- methvlphenvlVL2-dihvdro>2.2.4-trimethvlquinoline (Compound 287. 

15 structure 4 of Scheme II. where R 1 =3-fluoro-2-methvlphenvl ) 

This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (50 
mg, 0.158 mmol) and 2-bromo-6-fluorotoluene (60 mg, 0.315 mmol). Purification by flash 
chromatography on silica gel (20g) using 5% EtOAcrhexanes afforded 6 mg (14%) of 
Compound 287 as a yellow oil. Data for Compound 287: *H NMR (400 MHz, acetone-d6) 

20 7.20 (m, 1H), 7.02 (m, 1H), 6.98 (m, 2H), 6.91 (m, IH). 6.56 (d, 7=8.0, 1H), 5.37 (s, IH). 
5.29 (br s, IH), 2.19 (s, 3H), 1.98 (s, 3H), 1.28 (s, 6H). 

EXAMPLE 188 

1 .2-Dihydro-2.2.4-trimethvl-6-( 3-methvlthi ophenvnouinoline (Compound 288. structure 4 

25 of Scheme II. where Rl=3-methvlthiophenvl ^ 

This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (50 
mg, 0.158 mmol) and 3-bromothioanisole (64 mg, 0.315 mmol). Purification by flash 
chromatography on silica gel (20 g) using 5% EtOAcrhexanes afforded 7 mg (15%) of 
Compound 288 as a yellow oil. Data for Compound 288: *H NMR (400 MHz, acetone-d6) 

30 7.43 (s. IH), 7.32 (m, 3H) f 7.24 (m, 2H), 7.14 (m, IH), 6.57 (d, J=ZA, IH), 5.37 (s, IH), 
5.31 (br s. IH), 2.53 (s, 3H), 1.28 (s, 6H). 
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EXAMPLE 189 

^_T7 f |»,».?.thi e nviy I ?-Hihvdro-2. ? A-rrimethvlauinoline (Compound 289. structure 4 of 
Scheme n where Rl= ^hlnm-2-thienv1 ) 

5 This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (50 
mg, 0.158 mmol) and 2-bromo-5-chlorothiophene (63 mg, 0.315 mmol). Purification by 
flash chromatography on silica gel (20 g) using 5% EtOAcrhexanes afforded 10 mg (22%) 
of Compound 289 as a yellow oil. Data for Compound 289: *H NMR (400 MHz, acetone- 
de)7.2t (d,/=2.1. 1H),7.1 (dd. 7=8.1, 2.0, 1H), 7.02 (d, J = 3.7, 1H). 6.93 (d,7= 3.7, 

10 1 H). 6.5 1 (d, 8.3, 1 H), 5.42 (br s, 1 H), 5.40 (s. 1H). 2.01 (s, 3H), 1 .27 (s, 6H). 

EXAMPLE 190 

1 /?.nihvdro-2.2.4-trimrthvl-6.f3-met h v1^-thienvl>Quinoline (Compound 290, structure 4 of 
Scheme 11. where R 1 =3-methvl-2-thienvn 

1 5 This compound was prepared by General Method 2 (EXAMPLE 9) from Compound 9 (50 
mg, 0.158 mmol) and 2-bromo-3-methylthiophene (57 mg, 0.315 mmol). Purification by 
flash chromatography on silica gel (20 g) using 5% EtOAc:hexanes afforded 5 mg (12%) of 
Compound 290 as a yellow oil. Data for Compound 290: *H NMR (400 MHz, acetone-d6) 
7.18(d,7 = 5.2, lH),7.09(d, 7 = 1.9. 1H), 7.03 (dd, .7 = 8.1, 2.0, 1H), 6.88 (d. 5.1, 1H),6.54 

20 (d, J = 8.1. 1H), 5.38 (s, 1H), 5.32 (br s, 1H), 2.26 (s, 3H), 1.99 (s. 3H). 1.29 (s, 6H). 

KX AMPLE 191 

R.F»iioro.1.2^ihvdrc-2 /2.4-trimem v l-6^3-nitroDhenvnauinoline (Compound 291. structure 
SI of Scheme XXI. w here R 1 =r3-7 = r9 sH . r8=F) 
25 4-Amino-3-flupm.T-nitmbip h envl (structure 82 of Scheme XXI. where Rl=R3-7 = H, 

R 8 =F) 

General Methnrt 14: SnzaH Coupling o f a A-Bromoaniline with an Arvlboronjc Acid . A 
mixture of 3-nitrobenzeneboronic acid (0.70 g, 4.2 mmol), 4-bromo-2-fluoroaniline (730 
mg, 4.0 mmol). (PPh3)4Pd (93 mg, 0.08 mmol). and K2CO3 (0.69 g, 5.0 mmol) in toluene 
30 (20 mL) and water (2 mL) was heated at 95 °C for 16 hand the mixture was diluted with 
EtOAc (20 mL). The mixture was washed with water (10 mL) and brine (10 mL), 
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concentrated and purified by silica gel chromatography to afford the 4-amino-3-fluoro-3'- 
nitrobiphenyl (structure 82 of Scheme XXI, where R'=R 3 - 7 =H, R%=F) (0.4 g, 41 %) as a 
yellow solid. 

5 8-Fluorol.2- dihvdro-2.2.4-triinethvl-6-(3-nitrophenvnQuinoline (Compound 291. structure 
83 of Scheme XXI. where r!=r3-7 = r9 =H . R8=F). This compound was prepared by 
Genera] Method 8 (EXAMPLE 138) from 4-amino-3-fluoro-3'-nitrobiphenyl (0.4 g, 1.7 
mmol) to afford 101 mg (19%) of Compound 291 as a red solid, in addition to 0.8 g of the 
starting aminobiphenyl. Data for Compound 291: IR (neat) 3400, 2968, 1531, 1506, 1346; 
10 *H NMR (400 MHz, CDCI3) 8.35 (t, J = 2.0, 1 H).8.10(dd./ = 7.8.2.0, 1 H).7.80(d.J = 
7.8, 1 H), 7.54 (t, J = 7.8, 1 H), 7.14 (d, 7= 1 1.7, 1 H), 7.1 1 (d, /= 1.8, 1 H), 5.43 (s, 1 H), 

4.07 (bs, 1 H), 2.07 (s, 3 H). 1.35 (s, 6 H); 13 C NMR (100 MHz, CDCI3) 150.4 (d, J = 
237), 149.0, 142.6, 132.2, 132.1, 130.0, 129.8, 128.0, 126.2 (d, J = 7.0), 124.0, 121.2, 121.1, 
117.8, 1 13.0 (d, 7 = 20), 52.1, 31.7, 19.1. 

15 

EXAMPLE 192 

1.2-Dihvdro-6-(3-nitrophenvlV2.2.4.8-tetramemvlquinoline (Compound 292. structure 86 of 
Scheme XXII. where r!=r3-5 =H . R2 =n j tro ^ 

4-Bromo-2-methylaniline (5.58 g, 30 mmol) was treated with iodine (0.2 g, 0.9 mmol) and 
20 acetone ( 1 50 mL) in a sealed tube at 80 °C for 24 h to provide 6-bromo- 1 ,2-dihydro-8- 
methylquinoline (Compound 85 of Scheme XXII) in 9 % yield as a yellow oil (0.70g). 
Most of the aniline (>80%) was recovered. A mixture of the 6-bromo- 1 ,2-dihydro-8- 
methylquinoline (90 mg, 0.33 mmol), 3-nitrobenzeneboronic acid (167 mg, 1.0 mmol), 
Pd(PPh3)4 (24 mg, 0.02 mmol), K2CO3 (190 mg, 1.38 mmol) in toluene (7 mL) and water 
25 (1.5 mL) was heated at 70 °C for 1 6 h. Standard work-up followed by chromatography 
afforded 23 mg (23%) of Compound 292 as a yellow oil. Data for Compound 292: IR 
(neat) 341 2, 2966, 1 602, 1 530, 1 348; *H NMR (400 MHz, CDCI3) 8.38 (t, J = 2.0, 1 H), 

8.08 (dd, J m 7.8 and 2.0, 1 H), 7.85 (d, J = 7.8, 1 H), 7.52 (t, J = 7.8, 1 H), 7.24 (d, J = 1 1 .7, 
1 H), 7.21 (d, J = 1.9, 1 H), 5.39 (s, 1 H). 3.72 (bs, 1 H), 2.18 (s, 3 H), 2.07 (s, 3 H). 1.34 (s, 

30 6 H); 13c NMR (100 MHz, CDCI3) 148.9, 143.7, 142.0. 132.2, 129.6, 128.8, 128.7, 128.6, 
126.5, 121.3, 121.0, 120.7, 120.6, 120.3, 52.3, 31.9, 19.2, 17.3. 
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EXAMPLE 193 

ft-rs.Rmmrv3-pvridYn-t-2-dihvdP v9- 2-4-trimethvlouinoline (Compound 293. structure 4 of 
IL where R^S-hromo-a-pyridYl) 

5 This compound was prepared by General Method 2 (EXAMPLE 9) from 3,5- 

dibromopyridine (1 19 mg, 0.5 mmol) and Compound 9 (50 mg, 0.16 mmol) to afford 18 mg 
(35%) of Compound 290 as a yellow oil. Data for Compound 290: *H NMR (400 MHz, 
CDC1 3 ) 8.69 (s, 1 H), 8.52 (s. 1 H), 7.93 (t. 7 = 2.0, 1 H), 7.21 (d, /= 2.1, 1 H), 7.20 (dd, J 
= 8.1, 2.1. 1 H), 6.50 (d, J = 8.1, 1 H). 5.37 (s, 1 H), 3.88 (bs, 1 H). 2.05 (s, 3 H), 1.31 (s. 6 

10 H). 

EXAMPLE 194 

6-r^.Rfnmo-2-pvridvn-l-2-dihvdro -2.2.4-trimethvlquinoline (Compound 294. structure 4 of 
Scheme II. where R l=Vhmmo-2-pvridvn 

1 5 This compound was prepared by General Method 2 (EXAMPLE 9) from 2,6- 

dibromopyridine (237 mg, 1.0 mmol) and Compound 9 (100 mg, 0.32 mmol) to afford 42 
mg (40%) of Compound 294 as a yellow oil. Data for Compound 294: IR (neat) 3379, 
2966, 1604, 1575, 1433. 1 124; *H NMR (400 MHz. CDCI3) 7.68 (d, J= 1.9, 1 H), 7.66 
(dd. J = 8.1, 1.9, 1 H), 7.54 (d, J = 7.8, 1 H), 7.49 (t, J = 7.8, 1 H), 7.23 (d, J = 7.8, 1 H), 

20 649 (d, J = 8. 1 , 1 H). 5.35 (s. 1 H), 3.93 (bs, 1 H). 2.08 (s. 3 H). 1 .30 (s, 6 H); ™C NMR 
(100MHZ.CDCI3) 159.3. 145.1, 142.1, 138.8, 128.7, 128.6, 127.7, 126.6, 124.6, 122.6, 
121.5, 117.6, 113.1,52.4.31.6, 18.9. 

EXAMPLE 195 

25 6-f3-Bromo-2-thienvlV1.2-dihvdro-2.2 -4-trimethvlQuinoline f Compound 295. structure 4 of 
Scheme II. where Rl=3-b r»mf>-2-thienvn 

This compound was prepared by General Method 2 from 2,5-dibromothiophene (242 mg. 
1.0 mmol) and Compound 9 (50 mg, 0.16 mmol) to afford 24 mg (45%) of Compound 295 
as a yellow oil. Date for Compound 295: *H NMR (400 MHz. CDCI3) 7. 1 7 (bs, 1 H). 
30 7.15 (dd, J = 8.1. 1.9. 1 H). 6.95 (d, 7 = 3.7. 1 H), 6.86 (bs. 1 H). 6.42 (bs. 1 H). 5.36 (s. 1 
H), 3.80 (bs, 1 H), 2.01 (s, 3 H). 1.29 (s, 6 H). 
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EXAMPLE 196 

1^-Dihvdro-6-f2.3.5.6-tetrafluoro-4-pvridvIV2.2.4-trimeth vlQuinoline ^Compound 296 
structure 4 of Scheme II. where Rl=2.3.S.6-tetrafluoro-4-pvridvn 
5 This compound was prepared by General Method 2 from 4-bromo-2,3,5,6- 

tetrafluoropyridine (150 mg, 0.63 mmol) and Compound 9 (50 mg, 0.16 mmol) to afford 
13.4 mg (26%) of Compound 296 as a white solid. Data for Compound 296: *H NMR 
(400 MHz, CDCI3) 7.23 (s, 1 H). 7.20 (d, J = 7.9, 1 H), 6.5 1 (d, J = 7.9, 1 H), 5.38 (s, 1 H), 
4.08 (bs, 1 H), 2.00 (s, 3 H). 1 .33 (s, 6 H); ™C NMR (100 MHz, CDCI3) 145.4, 144.5 (dd. 
10 J = 230, 1 6 ), 1 39.3 (dd, J = 256, 33), 1 30.7 (d, J = 1 7.2). 1 29.0. 1 28.6, 1 25.7, 1 23.8. 121.1, 
113.8, 113.1, 112.6,52.7,32.1, 18.7. 

EXAMPLE 197 

5.8-Difluoro- 1 .2-dihvdro-6-f3- nitrophenvl 12.2.4-trimethvlouinoline ^Compound 297 r 
15 structure 83 of Scheme XXI. where Rl=R3-5 =R7=R 9 =H R2= n itro. R^R^n,,^ This 
compound was prepared by the same procedure as described in the synthesis of Compound 
291 (EXAMPLE 191 ) from 4-bromo-2,5-difluoroaniline (32 mg, 0. 13 mmol) and 3- 
nitrobenzeneboronic acid (1 67 mg, 1 .0 mmol) to afford 3 mg (10%) of Compound 297 as a 
colorless oil. Data for Compound 297: *H NMR (400 MHz. CDCI3) 8.33 (t, J = 1 .6, 1 H). 
20 8.14 (dd. J = 8.0, 1 .6. 1 H). 7.78 (d. J = 8.0, 1 H), 7.57 (t. J = 8.0, 1 H), 6.94 (dd. J = 1 0.8, 
6.3, .1 H), 5.37 (s, 1 H). 4.16 (bs. 1 H). 2.17 (dd, J = 7.0, 1.3, 3 H), 1.34 (s. 6 H). 



EXAMPLE 198 

2.4-Diethvl-8-fluoro-l .2-dihvdr o-2-methvl-6-f3-nitronhenvnouinoline ( Compound 298 
25 Structure 83 of Scheme X YI. where Rl=R3-7 =H , R^nitro. R8=fluoro. R9=methvn A 
mixture of 2-fluoro-4-(3-nitrophenyl)aniline (100 mg, 0.43 mmol), iodine (10 mg, 0.039 
mmol) and 2-butanone (5 mL) was heated at 100 °C in a sealed tube for 1 6 h. Removal of 
solvent and chromatography of the crude mixture on a silica gel column afforded 4 mg (3%) 
of Compound 298 as a yellow oil. Data for Compound 298: J H NMR (400 MHz, CDCI3) 
30 8.33 (t, J = 2.0, 1 H), 8. 1 0 (dd. / = 7.8. 2.0. 1 H), 7.81 (d, J = 7.8, 1 H). 7.54 (t, / = 7.8. 1 
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„,rU<,.H,7.. 2 (* " / I 1 . 5 ., ro .O. M (uy-7. 5 .3H>. 
1J7(q .y-7.5.2H).1.3.(s.3H).^H t 

E2 

Compound - tone-46) 7 72(s> . H), 7.56 (d, J a 8.5, . ». 

ao:^.»HNM R C^^ 5i ;,^ (d . J . M . 1 H,53 9 C ta o h 

,.3W.^8-5- lH >- 7 - 37(m - 2H)- 
2H).2.04(s.3H).139(s.6H). 



15 



10 




20 



SrtesUlJ'I'SS*^^^ M«hod 2 (EXAMPLE 9) f»n> Compound 9 (50 

T*-^-^*°T^ .16^79 mnK,,,. o,udo produe, was 
^,0,6 mm o» and ^"^^1° u> afford 50 n« (81*. of 

purifl cdb,^TLC(20x2( fcn ...0»™-^ ^(slUc.^.** 
Compounda^aa.^^ , = 4 . 3 . , „>.7S7 (n,2H>.7.04(d., 

«^»Jr I , sSm^•-.■•*«* > * ,JIfc, 

= 4.3,lH).6.43(d.J = 8.5alH).5.3»l 
H). 



25 




IfslinUlJSl^ , (EXAMPLE 9) from compound 9 (50 

30 mg ,o,6-o»a„d2^ 

product was purified by prep TLC (5 x 20cm 
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(3 1 %) of Compound 301 as a yellow oil. Data for compound 301: Rf=0.40 (silica gel, 25% 
EtOAcrhex); *H NMR (400 MHz, CDCI3) 7.2 1 (m, 1 H), 7.18 (s t 1 H), 7.13 (<L/ = 8.5, 1 
H), 6.96 (m, 1 H), 6.47 (d, 7= 8.5, 1 H), 5.34 (s, 1 H), 3.83 (brs, 1 H), 2.01 (s, 3 H). 1.31 (s, 
6H). 

5 

EXAMPLE 202 

6-f3-Bromo-5-fluoronhenvlV1.2-dihvdro- 2.2.4-triniethvlQuinoline f Compound 302. 
structure 4 of Scheme II. where R'= 3-bromo-5-fluorophenvn 

This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (50 
10 mg, 0.16 mmol) and l,3-dibromo-5-fluorobenzene (0.20 mL, 1.60 mmol). The crude 

product was purified by prep TLC (20 x 20cm, 500mm, 25% EtOAcrhexane) to afford 20 
mg (36%) of Compound 302 as a colorless oil. Data for compound 302: Rf=0.40 (silica 
gel, 25% EtOAc:hex); 1 H NMR(400 MHz, CDCI3) 7.44 (s, 1 H), 7.21 to 7.09 (m, 4 H). 
6.46 (d. J = 8.5, 1 H). 5.35 (s, 1 H), 3.80 (brs, 1H), 2.04 (s, 3 H). 1 .30 (s. 6 H). 

15 

EXAMPLE 203 

6-(5-Carboxaldehvde-3-thienvn-l ■2-dihvd ro-2.2.4-trimethvlouinoline rComoound 303. 
structure 4 of Scheme II. where Rl= 3-thienvl-S-carboxaldehvd^ 

This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (50 
20 mg, 0.16 mmol) and 4-bromo-2-thiophenecarboxaldehyde (0.15 g, 0.79 mmol). The crude 
product was purified by prep TLC (20 x 20cm, 1000mm, 25% EtOAc:hexane) to afford 31 
mg (70%) of Compound 303 as a yellow oil. Data for compound 303: Rf=0.44 (silica gel, 
25% EtOAc:hex); *H NMR(400MHz. CDCI3) 9.95 (s, 1 H). 7.96 (s, 1 H), 7.66 (s, 1 H), 
7.25 (s, 1 H), 7.22 (d, J = 3.8, 1 H), 6.47 (d. /= 8.5, 1 H), 5.37 (s, 1 H). 3.84 (brs, 1 H), 2.04 
25 (s, 3H), 1.31 (s.6H). 

EXAMPLE 204 

l,2-Dihvdro-2.2.4.7-tetramethvl^-f3-nitrtmhenvnaiiinoltn e (Compound 304. structure 83 of 
Scheme XXI. where R 1 =R 3-5 =R 6 =R 8-9 =H . R2 =n i tm , R7- memv n 

30 4-Amino-2-methvl-3 , -nitrobiphenvl (structure 82 of Sc heme XXI. where R*=r3- 
5=R6 = R8 = H.R2 = ni tw p7 =mffh ,i ) 

This compound was made according to the General 
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Method 14 (EXAMPLE 191) from 3-nitrobenzene boronic acid (673.2 mg, 3.82 mmol) and 
4-bromo-3-methylaniline (710.2 mg, 3.82 mmol) to afford 540 mg (62%) of 4-amino-2- 
methyl-3-nitrobiphenyl (structure 82 of Scheme XXI, where R 1 =r3-5 = r6-r8 =: h, 
R^nitro, R 7 =methyl). Data for 4-amino-2-methyl-3'-nitrobiphenyl: *H NMR (400 MHz, 
5 acetone-d6) 8.13 (dd, 7 = 7.5, 1.1, lH),8.09(dd,7 = 3.9, 1.8, 1H), 7.73 (ddd, J = 7.7, 1.6, 
1.4, 1H), 7.66 (dd, J = 8.0, 7.8, IH), 6.99 (d, J = 8.0, 1H), 6.60 (m, 1H), 4.73 (br s, 1H), 
2.18(s, 3H). 

K2-Dihvdro-2.2.4.7 ^etrarnethvl-6^3-nitroDhenvnouinoline (Compound 304. structure 83 of 
10 Scheme XXI. where R 1 =R 3 ^ = r6 = r8-9 = h, R2= n itro. R 7 =methvn . This compound was 
prepared according to General Method 8 (EXAMPLE 138) from 540 mg of 4-amino-2- 
methyl-3-nitrobiphenyl. Approximately 10% of the reaction mixture was worked up and 
purified to afford 1 .5 mg of Compound 304. Data for Compound 304: *H NMR (400 
MHz, acetone-d6) 8. 13 (m, 2 H), 7.76 (dd. / = 8.9, 1 .2, 1 H), 7.69 (t, J = 15.9, 8.0, 1 H), 
15 6.93 (s, 1 H), 6.43 (s, 1 H), 5.32 (s, 1 H), 2.14 (s, 3 H), 1.95 (s, 3 H), 1.27 (s, 6 H). 

EXAMPLE 205 

6-(5-Huoro-2-methoxv-3-nitrophenvn^ fConroound 
305. structure 4 of Scheme II. where R ] = 5-fluorp-2-methoxv-3-nitrophenvtt 

20 This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (60 
mg, 0.1 9 mmol) and 2-bromo-4-fluoro-6-nitroanisole (37 mg, 0.15 mmol). The crude 
product was purified by silica gel chromatography (EtOAc/hexane, 1 0: 1 ) to afford 5 mg 
(8%) of Compound 305 as a yellow oil. Data for compound 305: *H NMR (400 MHz, 
CDCI3) 7.34 (dd, J = 7.3, 3.3, IH), 7.25 (m, 3H), 7.21 (dd, /= 8.1, 2.0, IH), 6.50 (d, J = 

25 8.3, IH), 5.37 (s, IH), 3.89 (s, IH). 3.55 (s, 3H), 2.01 (d, J = 1.4, IH), 1.33 (s, 6H). 

EXAMPLE 206 

6-r3^1oro-2-methoxvDhenvn-l^-dihvdro-2.2.4>trimethvlQuinoline (Compound 306. 
structure 4 of Scheme IL where R ] = 3-chloro-2-methoxvphenvn 
30 This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (60 
mg, 0.19 mmol) and 2-bromo-6-chloioanisole (33 mg, 0.15 mmol). The crude product was 
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purified by silica gel chromatography (EtOAc/hexane, 10: 1) to afford 6 mg (8%) of . 
Compound 306 as a yellow oil. Data for compound 306: *H NMR (400 MHz, CDCI3) 
7.30 (m, 2H), 7.20 (m, 2H), 7.05 (t, 7 = 8.0, 1H), 6.51 (d, 7 = 8.3, 1H), 5.34 (s, 1H), 3.75 (s, 
1H), 3.52 (s, 3H), 2.01 (s, 3H), 134 (s, 6H). 

5 

EXAMPLE 207 

1.2-Dihvdro-2.2.4>trirnethvl-6-f2.3.4-trifluorophenvnquinoline (Compound 307. structure 4 
of Scheme |I, where R ] = 2,3,4-tijfluoropheny)) 

This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (60 
1 0 mg, 0. 1 9 mmol) and 1 -bromo-2,3,4-trifluorobenzene (0. 1 1 mL, 0.93 mmol). The crude 
product was purified by silica gel chromatography (EtOAc/hexane, 10:1) to afford 30 mg 
(53%) of Compound 307 as white crystals. Data for compound 307: *H NMR (400 MHz, 
acetone-d6) 7.28 (m, lH),7.20(m,2H),7.13 (dt,7 = 8.2, 1.9, 1H), 6.58 (d, 7 = 8.3. 1H). 
5.43 (br s, 1H), 5.39 (s, 1H), 2.00 (d, 7 = 1.3, 3H), 1.30 (s, 6H). 

15 

EXAMPLE 208 

6-( 3-Bromo-2-methvlphenvl V 1 .2-dihvdro-2-2.4-trimethvlquinoline (Compound 308. 
structure 4 of Scheme II. where R*= 3-bromo-2-methvlphenvn 

This compound was prepared by General Method 2 (EXAMPLE 9) from compound 9 (50 
20 mg, 0. 1 6 mmol) and 2,6-dibromotoluene (0. 1 6 g, 0.64 mmol). The crude product was 
purified by silica gel chromatography (EtOAc/hexane, 10:1) to afford 27 mg (50%) of 
Compound 308 as a colorless glass. Data for compound 308: *H NMR (400 MHz, CDCI3) 
7.49 (d,7 = 8.3, 1H), 7.17 (d, 7 = 6.9, 1H), 7.04 (t,7 = 7.7, 1H), 6.95 (d,7 = 1.9. 1H),6.89 
(dd, 7=8.0, 1.9, lH),6.46(d,7 = 8.0, 1H),5.35 (s, 1H), 3.77 (brs, 1H), 1.97 (d,7= 1.2, 
25 3H), 1.32 (s,6H). 

EXAMPLE 209 

7<^loro>1.2Klihvdro-2.2.4>trimethvl-6>f3>nitrophenvnquinoline (Compound 309. structure 
83 of Scheme XXI. where r1=r3-5 =; r6 = r8-9 = h. R2=nitro. R 7 =chlorol 
30 2-Ch1oro-4-amino-3 , -nitrobiphenvI (structure 82 of Scheme XXI. where R 1 =R 3 " 5 =R 7 " 8 =H. 
R^nitro. R6=chlorol This compound was prepared by General Method 14 (EXAMPLE 
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191) from 3-nitrobenzeneboronic acid (0.25 g, 1.5 mmol), 4-bromo-3-chloroaniline (0.21 g, 
1.0 mmol), and (PPh3MPd (35 mg, 0.030 mmol) to afford 0.08 g (32%) of 2-chloro-4- 
arnino-3'-nitrobiphenyl as an orange solid. Data for 2-chloro-4-amino-3'-nitrobiphenyI: *H 
NMR (400 MHz, acetone-d6) 8.29 (app t, «/ = 2.0, 1H), 8.18 (dt, J = 9.0, 1.2, 1H), 7.76 (dd, 
5 J = 9.0, 1 .2, 1 H), 7.56 (t, J = 8.0, 1H). 7. 14 (d, / = 8.2. 1H), 6.82 (d, J = 2.2, 1H), 6.65 (dd, J 
= 8.2, 2.2, 1H), 3.86 (br s. 2H). 

7-Chloro-1.2-dihvdro-2.2.4-trimethvl-6-f3-nitro D henvl)ouinoline (Compound 309. structure 
83 of Scheme XXI. where R>=r3-6 = r8-9-h. R^itro. R7 =c hloro'> . This compound was 

1 0 prepared by General Method 8 (EXAMPLE 1 38) from 2-chloro-4-amino-3 '-nitrobipheny I 
(0.08 g, 0.3 mmol) to afford 15 mg (15%) of Compound 309 as an orange solid, in addition 
to 2 mg (2%) of Compound 310 (EXAMPLE 210) as an orange solid. The structures of 
Compounds 309 and 310 were secured by n.O.e. experiments. Data for Compound 309: 
*H NMR (400 MHz, acetone-d6) 8.77 (t, / = 2.0, 1H), 8.21 (dt, J = 9.0. 1.2, 1H). 7.88 (dd, 

15 J = 6.6. 1 .6. 1 H), 7.7 1 (t, J = 7.9, 1 H), 7. 1 0 (s, 1 H), 6.67 (s, 1 H), 5.43 (s. 1 H), 1 .99 (s, 3H), 
1.32 (s,6H). 

EXAMPLE 210 

5^1oro-1.2^ihvdro-2.2.4-trimemvl-6-(3-nitrophenvnouinoline fCompound 310. structure 
20 83 of Scheme XX I. where R»=r3-5 sR 7-9 =H . R^nitro. R6=chloro^ 

This compound (2 mg, 2%) was obtained along with Compound 309 (EXAMPLE 209) as 
described above. Data for Compound 310: *H NMR (400 MHz, acetone-d6) 8.21 (d, J = 
1.4, lH),8.20(m, 1H),7.81 (dt, 7 = 8.8. 1.4, lH),7.70(m, 1H),7.01 (d, 7=8.1. 1H),6.71 
(d, J m 8.1, 1H), 5.74 (br s, 1H), 5.55 (d, J = 1.3, 1H), 2.31 (d, /= 1.3, 3H), 1 .28 (s, 6H). 

25 

EXAMPLE 211 

8<^loro-1.2^ihvdro-2.2.4-trimethvl-6-f3-nitrophenvnquinoline fCompound 311. structure 
83 of Scheme XXI. where r1=r3-7 = r9- H . R2=nitro. R8=chlonrt 
3-Chloro-4-amino-3'-nitrobiphenvl (structure 82 of Scheme XXI. where Rl=R 3 -7=H. 
30 RSsnitro. R^schloro) . This compound was prepared by General Method 14 (EXAMPLE 
191) from 3-nitrobenzeneboronic acid (0.25 g, 1.5 mmol), 4-bromo-2-chloroaniline (0.21 g. 
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1 .0 mmol), and (PPh3)4Pd (35 mg, 0.030 mmol) to afford a crude material which was used 
directly in the next step. 

8-Chloro-1.2-dihvdro-2.2.4-trimethvl-6-f3-nitrophenvnQuinoline f C omnound 31 1. structure 
83 of Scheme XXI. where R 1=r3-7 =R 9 =H . R^nitro. R^hlomY 

This compound was 

prepared by General Method 8 (EXAMPLE 138) from the crude biphenyl amine obtained 
above to afford 2 mg (1%) of Compound 311 as an orange solid. Data for Compound 311: 
1 HNMR(400MHz,acetone-d6) 8.48 (d, 7 = 2.0, 1H).8.11 (dd. 7= 8.0, 2.0, 1H), 8.04 
(dd, 7 = 6.6, 1.6, 1H), 7.67 (t, 7=8.0, 1H), 7.55 (d, 7 = 2.0, 1H), 7.40 (d. 7 = 2.0, 1H), 5.43 
(s, 1H). 1.99 (s, 3H), 1.29 (s, 6H). 

EXAMPLE 212 

8-Eth Y l-1.2slihvdro-2^.4-trimethvl-6-('3-nitmnh e nvnq l iino1ine ( Compound 31 2 stnirmre 
83 of Scheme XXI. where r1=r3-7 =R 9 =H . R2=nitm RS^thyl) 
4-Amino-3-ethvl-3'-nitrobiphenv1 f st ructure 82 of Scheme XXI, where Rl=R3-7 = p 
R2=nit r°. R 8 =ethyl). This compound was prepared by General Method 14 (EXAMPLE 
191) from 3-nitrobenzeneboronic acid (0.47 g, 2.8 mmol), 4-bromo-2-ethylaniline (432 mg, 
2.16 mmol), and (PPh3HPd (75 mg, 0.065 mmol) to afford 139 mg (20%) of 4-amino-3- 
ethyl-3'-nitrobiphenyl. Data for 4-amino-3-emyl-3 , -nitrobiphenyI: *H NMR (400 MHz, 
acetone-d6) 8.38 (t, 7* 2.1, 1H), 8.08 (m, 1H), 8.00 (m, 1H), 7.66 (t, 7= 8.0. 1H). 7.45 (d, 
7= 2.3, 1H), 7.39 (dd, 7= 8.3, 23, 1H), 6.83 (d, 7= 8.3, 1H), 4.68 (br s, 2H). 

8-Chlon>-l .2-dihvdro-2.2.4-trimethvl-^-f3-nitrophen v ltouinoline rCompound 31 1. structure 
83 of Scheme XXI. where r1=r3-7 = r9 =h R2=nitm. R8=rMnm^ This compound was 
prepared by General Method 8 (EXAMPLE 138) from the crude biphenyl amine obtained 
above to afford 2 mg (1 %) of Compound 311 as an orange solid. Data for Compound 311: 
*H NMR (400 MHz, acetone-d6) 8.38 (t, 7 = 2.1, 1H), 8.06 (m, 2H), 7.66 (t, 7 - 8.0, 1H), 
7.34 (m, 1H). 5.44 (s, 1H), 4.88 (br s, 1H), 2.60 (q, 7 = 7.5, 2H), 2.08 (s, 3H). 1 .34 (s. 6H). 
1.23(t,7 = 7.5,3H). 
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EXAMPLE 213 

Q^h1oro-K2^ihvdro -2,2^imethvl-5-coumarinor3.4-/lQuinoline (Compound 313. structure 
gg nf Scheme XXm. whe re R 1 '^R^r^r R7=R8=methvl. R3=chlorrt 
2-Amino-6-chloro-3,4-benzocoumarin (structure 87 of Scheme XXIII, where r1-2=r4- 
5 $=H, R 3 =chloro, an intermediate from EXAMPLE 109) (100 mg, 0.407 mmol) and 1,1- 
dimethyl propargyl acetate (52 mg, 0.41 mmol) were dissolved in THF (5 mL) and treated 
with triethylamine (57 |lL, 0.41 mmol). The resulting solution was treated with CuCl (20 
mg, 0.20 mmol). The reaction mixture was heated at relux for 16 h. The reaction was 
quenched with 1 % (v/v) HC1 (2 mL) and diluted with EtOAc (20 mL). The mixture was 

10 poured into a separatory funnel and the aqueous layer was extracted with EtOAc (2 x 20 
mL). The combined organics were washed with brine (I x 20 mL), dried (Na2S04), 
filtered, and concentrated onto Celite. The material was purified by flash chromatography 
on silica gel (50 g) using 1 5% EtOAc.hexanes as eluent to afford 50 mg of the dimethyl 
propargyl amine intermediate. This material was dissolved in THF and treated with CuCl (2 

15 mg, 0.02 mmol ) and heated at reflux for 16 h. The reaction was quenched with 1 % (v/v) 
HC1 (2 mL) and diluted with EtOAc and water. The reaction mixture was poured into a 
separatory funnel and the aqueous was extracted with EtOAc (2 x 20 mL). The combined 
organics were washed with brine (15 mL), dried (Na2S04). filtered, and concentrated onto 
Celite. The material was purified by flash chromatography on silica gel (20 g) using 15% 

20 EtOAc:hexanes to afford 30 mg (24%) of Compound 313 as a yellow solid. Data for 

Compound 313: *H NMR (400 MHz, acetone-d6) 8.07 (d, J m 2.4, 1 H), 7.99 (d, J = 8.7, 
1H), 7.91 (d, J = 10.4, 1H), 7.38 (dd, J = 8.6, 2.4, 1H), 7,26 (d, J = 8.7. 1H), 7.10 (d, J = 8.5, 
1H), 6.04 (br s,lH), 5.74 (dd, 10.4, 1.4, 1H), 1.36 (s, 6H). 

25 EXAMPLE 214 

l^rahvdro-g-methoxv^^^trimethyl'S-coumarinorS^flquinoline (Compound 314. 
structure 41 of Scheme XI. where R ] =H. R^smethoxv) 

2.5-Dimethoxvphenvlboronic acid (structure 37 of Scheme XI. where Rl=H. R^methoxvl 
This compound was prepared in a manner similar to that of 5-fluoro-2- 
30 methoxyphenylboronic acid (EXAMPLE 107) from l-bromo-2,5-dimethoxybenzene (2.00 
mL, 13.3 mmol), n-BuLi (2.5 M in hexanes; 5.34 mL, 13.3 mmol), and trimethylborate (4.5 
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mL, 40 mmol) to afford 2.43 g (99%) of 2,5-dimewoxyphenylboronic acid which was used 
without further purification. 

MethYH2'.S'-dilPethoxv-4-nitro-2-biphenvlcarboxvlateV This compound was prepared in a 
manner similar to that of methyl 5 , -fluoro-2 , -methoxy-4-nitro-2-biphenylcarboxylate 
(EXAMPLE 1 07) from methyl 2-bromo-5-nitrobenzoate (2.46 g, 9.46 mmol), (PPh3)4Pd 
(0.33 g, 0.28 mmol), and 2,5-dimethoxyphenylboronic acid (2.42 g, 1 3.3 mmol) to afford 
2.08 g (69%) of methyl (2\5 , ^imethoxy^t-nitro-2-biphenylcarboxylate) as a white solid. 
Data for methyl (2\5'Kiime*oxy^nitro-2-biphenylcarboxylate): *H NMR (400 MHz, 
CDCI3) 8.70 (d. 7 = 2.4. 1H), 8.37 (dd, 7= 8.4. 2.5. 1H), 7.52 (d. 7 = 8.5, 1H). 6.92 (dd, 7 = 
8.8, 3.0, 1H), 6.84 (m. 1H), 3.82 (s, 3H), 3.75 (s, 3H), 3.67 (s, 3H). 



2 , t 5 , -PimelhoxY^-nitro-2-hiphenvlcarf>oxvlir „rirf This compound was prepared in a 
manner similar to that of S'-fluo^'-methoxy-^nit^-biphenylcarboxylic acid 
15 (EXAMPLE 107) from methyl 2\5*Hiimethoxy-4-nitro-2-biphenylcaiboxylate (2.07 g) to 
afford 1.93 g (99%) of 2 , ^imethoxy^-nitro-2-biphenylcarboxylic acid as a white solid. 
Data for 2 , ^'-dimethoxy-4-nitro-2-biphenylcarboxylic acid: *H NMR (400 MHz, acetone- 
d 6 ) 8.64 (d,y = 2.5, 1H). 8.43 (dd, 7=8.4,2.6. 1H). 7.67 (d.7 = 8.5. 1H). 6.94 (m. 2H), 
3.80 (s.3H), 3.68 (s,3H). 

20 

6-Meth0XY-2-pitro-3,4-ben7;oco < imqrin ' This compound was prepared in a manner similar 
to that of 6-fluoro-2-nitro-3.4-benzocoumarin (EXAMPLE 107) from 2,5'-dimethoxy-4- 
nitro-2-biphenylcarooxylic acid (1.93 g. 6.36 mmol). SOCI 2 (0.47 mL, 6.4 mmol), and 
A1CI 3 (0.67 g, 5.0 mmol) to afford 1 .71 g (99%) of 6-methoxy-2-nitro.3,4-benzocoumarin 
25 as an orange powder. Data for 6-meUioxy-2-nitro-3,4-benzocoumarin: *H NMR (400 
MHz. acetone-d 6 ) 9.04 (d. 7 = 2.4, 1H), 8.74 (d. 7= 8.9. 1H). 8.69 (dd, 7 = 8.9, 2.4, 1H), 
7.92 (d. 7 = 2.9. 1 H). 7.4 1 (d, 7 = 9.0. 1H). 7.30 (dd, 7 = 9.0, 2.9. 1H). 3.97 (s, 3H). 

2-Amino-6-methoxv-3.4-benzocoumarin r structure <M of Scheme XI. where Rl=H 
30 R 2 =TT)ethQx.Y) - This compound was prepared in a manner similar to that of 2-amino-6- 
fluoro-3.4-benzocoumarin (EXAMPLE 107) from 6-methoxy-2-nitro-3,4-benzocoumarin 
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(1.71 g, 6.3 nunol) to afford 1.27 g (80%) of 2-amino-6-methoxy-3,4-benzocoumarin as a 
white solid. Data for 2-amino-6-methoxy-3,4-benzocoumarin: *H NMR (400 MHz, 
acetone-d6) 8.10 (d, 7=8.7, IH), 7.60 (d, 7 = 2.8, IH), 7.55 (d, 7 = 2.5, lH),7.25(m,2H), 
6.99 (dd. 7 = 8.7, 2.8, 1H). 3.90 (s, 3H). 

5 

1 2.nihvdfn-9.methoxv-2.2.4-trime thv1-S-coumarinor3.4-nouinoline (Compound 314. 
structure 41 of Scheme XI. wh ere Rl=H. R^methoxvl This compound was prepared in a 
manner similar to that of Compound 207 from 2-amino-6-metboxy-3,4-ben20coumarin 
(1 .27 g, 5.0 mmol) to afford 0.25 g (15%) of Compound 314 as a yellow solid. Data for 
10 Compound 314: *H NMR (400 MHz, CDCI3) 7.73 (d, 7 = 8.6, IH), 7.35 (d. 7 = 2.8, 1H), 
7.23 (d, 7 = 8.9. 1H). 7.00 (d, 7 = 8.6, IH), 6.92 (dd, 7 = 8.9, 2.8. 1H), 5.57 (s, 1H), 4.29 (br 
s, 1 H). 3.88 (s. 3H). 2. 1 1 (d, 7 = 1 . 1 . 3H), 1 .33 (s. 6H). 

EXAMPLE 21S 

15 9-Fluoro-l^-dihvdro-2.2.4.1 l-tetramethvl-5-coumarinof3.4-flQuinoHne (Compound 315. 
structure 88 of Scheme XXTV where r1-2 = r4 =R 6 =H . R3 = fluoro. B^gglgaDSflttD 
Methvl 2^nuoro-5 , -me thoxv^iiiethvl^nitro-2-biphenvlcarfaoxvlate (structure 92 of 
Scheme XXTV. where R»-2=r4-r6-h. R3-f| U oro. R5=methvn. This compound was 
prepared in a manner similar to that of methyl 5 , -fluoro-2 , -methoxy-4-nitro-2- 

20 biphenylcarboxylate (EXAMPLE 107) from methyl 2-bromo-3-methyl-5-nitrobenzoate 

(1.73 g, 6.31 mmol), (PPh3)4Pd (0.22 g, 0.19 mmol), and 5-fluoro-2-methoxyphenylboronic 
acid (EXAMPLE 107) (1.50 g, 8.8 mmol) to afford 0.77 g (38%) of methyl r-fluoro-S'- 
methoxy-6-methyl-4-nitro-2-biphenyIcarboxylate. Data for 2 , -fluoro-5 , -methoxy-6-methyl- 
4-nitro-2-biphenylcarboxylate: 8.61 (d, J = 2.3, 1 H), 8^7 (d, J - 2.4, IH), 7i09 (m, IH), 

25 6.91 (dd, 7 = 9.0, 4.3, IH), 6.73 (dd,y = 8.2, 3.0, IH), 3.70 (s,3H), 3.69 (s, 3H). 2.19 (s, 
3H). 



2 , -Fluoro-5 , -methoxv-4-nitro-2-biphenvlcarboxvlicacid . This compound was prepared in a 
manner similar to that of 5 , -fluoro-2'-methoxy-4-nitro-2-biphenylcarboxylic acid 
30 (EXAMPLE 107) from methyl 2-fluoio-5 , -methoxy-6-methyl-4-nitro-2-biphenylcart)oxylate 
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(0.77 g) to afford 0.73 g (99%) of 2 , -fluoro-5 , -methoxy^.nitro-2-biphenylcarboxylic acid as 
a white solid, which was used in the next step without further purfication. 

6-Fluoro-4-methvl-2-nitro-3.4-benzocoumariTi . This compound was prepared in a manner 
5 similar to that of 6-fluoro-2-nitro-3,4-benzocoumarin (EXAMPLE 1 07) from 2 , -fluoro-5'- 
methoxy-4-nitro-2-biphenylcarboxylic acid (0.73 g, 2.4 mmol), SOCI2 (0.18 mL, 2.4 
mmol). and AICI3 (0.32 g. 2.4 mmol) to afford 0.63 g (95%) of 6-fluoro-4-methyl-2-nitro- 
3,4-benzocoumarin as an orange powder. Data for 6-fluoro-4-methyl-2-nitro-3,4- 
benzocoumarin: *H NMR (400 MHz, acetone-d6) 8.99 (d,7= 2.5, 1 H). 8.63 (d. J = 2.5, 
10 1H). 8.29 (dd, J = 10.9. 2.4, 1H), 7.53 (m, 2H), 3.14 (s, 3H). 

2-Amino-6-fluoro^4-methvl-3.4-benzocnuTnqrin f structure 87 of Scheme XXIV. wh»r» R 1- 
2 =R 4 =r6 = H, R3 s fl U0r0| RS-pTe^yj) This compound was prepared in a manner similar to 
that of 2-amino-6-fluoro-3,4-benzocoumarin (EXAMPLE 107) from 6-fluoro-4-methyl-2- 
15 nitro-3,4-benzocoumarin (0.61 g) to afford 0.54 g (99%) of 2-amino-6-fluoro-4-methyl-3,4- 
benzocoumarin as a white solid, which was used in the next step without further 
purification. 

9-Fluoro-| . 2-dihvdro-2.2.4.1 1 -tetramethvl-S-cftiin m rinora 4.fl T „noline rCnmp nnnH 11* 
Structure 88 of Scheme XXIV. where R 1 ~ 2=r4 = r6 = h R3 =f1uoro . R 5 =R 7-9 =tlv , t h Y i > 
20 This compound was prepared in a manner similar to that of Compound 207 from 2-amino-6- 
fluoro-4-methyl-3,4-benzocoumarin (0.54 g) to afford 0.29 g (40%) of Compound 315 as a 
yellow solid. Data for Compound 315: *H NMR (400 MHz, acetone-d6) 7.87 (dd, 7 = 
1 1.4, 2.9, 1H), 7.32 (dd. J = 9.0, 5.1. 1H). 7.28 (m. 1H). 7.02 (s, 1H), 5.52 (d, J = 1.2, 1H). 
2.76 (s, 3H), 2.01 (s. 3H), 1.30 (s. 6H). 

25 

EXAMPLE 216 

^2-Di^Yd^o■2 , 2 , 4 , 9.Tft^ a methvl-5-coumarino^3■4-/^ouinolin e fCompnn n d 316. stmcmre 41 
of Scheme XI 1 u/h er eRl=H. R2-m et hvn 

2-Methoxy-5-methvlphenvlboronic acid (struc ture 37 of Scheme XI. where R>=H 
30 R 2 =methy) I This compound was prepared in a manner similar to that of 5-fluoro-2- 

methoxyphenylboronic acid (EXAMPLE 107) from 2-bromo-4-methylanisole (2.00 g. 9.94 



WO 96/19458 



PCT/US95/16096 



220 

mmol), n-BuLi (2.5 M in hexanes; 4.00 mL, 10 mmol), and trimethylborale (3.4 mL, 30 
tnmol) to afford 1 .60 g (96%) of 2-methoxy-5-methylphenylboronic acid which was used 
without further purification. 

5 Methvl 2 , >methoxv-5 , -methvl-4>nitro-2»biDhenvlcarboxvlate . This compound was prepared 
in a manner similar to that of methyl 5 , -fluoro-2 , -methoxy-4-nitro-2-biphenylcarboxylate 
(EXAMPLE 107) from methyl 2-bromo-5-nitrobenzoate (1.80 g, 6.92 mmol), (PPh3)4Pd 
(0.33 g, 0.28 mmol), and 2-methoxy-5-methylphenylboronic acid (1.58 g, 9.51 mmol) to 
afford 2.03 g (98%) of methyl 2 , -methoxy-5 , -methyl-4-nitro-2-biphenylcarboxylate as a 
10 white solid. Data for methyl (2 , -methoxy-5 , -methyl-4-nitro-2-biphenylcari)oxylate) : *H 
NMR (400 MHz, CDCI3) 8.69 (d, J = 2.5, 1H), 8.36 (dd, J = 8.4, 2.5, 1H), 7.5 1 (d, J = 8.5, 
1H), 7.20 (m, 1H), 7.07 (d, J = 2.1, 1H), 6.81 (d, J= 8.4, 1H). 3.75 (s, 3H), 3.69 (s. 3H), 
2.35 (s, 3H). 

1 5 2 l -Methoxv-5'-methvl^nitTO-2-biphenvlcarboxvlic acid . This compound was prepared in a 
manner similar to that of 5 , -fluoro-2-methoxy-4-nitro-2-biphenylcarboxylic acid 
(EXAMPLE 107) from methyl 2 -methoxy-5 , -methyl-4-nitro-2-biphenylcarboxylate (2.02 g) 
to afford 1.93 g (99%) of 2-methoxy-5 , -methyl-4-nitro-2-biphenylcarboxyIic acid as a white 
solid. Data for 2-methoxy-5 , -methyl-4-nitro-2-biphenylcarboxylic acid: *H NMR (400 

20 MHz, acetone-d6) 8.63 (d, J = 2.5, 1 H), 8.42 (dd, J = 8.5, 2.5, 1 H), 7.63 (d, J = 8.5, 1 H), 
7.19 (m, 1H), 7.14 (d, J = 2.2, 1H), 6.93 (d,/= 8.4, 1H), 3.70 (s, 3H), 2.32 (s, 3H). 

6-Methvl-2-nitro-3.4-benzocoumarin . This compound was prepared in a manner similar to 
that of 6-fluoro-2-nitro-3,4-benzocoumarin (EXAMPLE 107) from 2'-methoxy-5-methyl-4- 
25 nitro-2-biphenylcarboxylic acid (1.92 g, 6.68 mmol), SOCI2 (0.49 mL, 6.7 mmol), and 

AJCI3 (0.89 g, 6.7 mmol) to afford 1.65 g (97%) of 6-methyl-2-nitro-3,4-benzocoumarin as 
an orange powder. Data for 6-methyl-2-nitro-3,4-benzocoumarin: *H NMR (400 MHz, 
acetone^) 9.04 (d, / = 2.5, 1H), 8.69 (m, 2H), 8.26 (s, 1H), 7.53 (d, J = 8.6, 1H), 7.35 (d, 
7=8.6. 1H), 2.49 (s, 3H). 

30 
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20 



2-Amino-6-methvl-3 t 4-benzocoumarin rfstnirt ure 40 of Scheme XI. where R 1=H 
R^methyl). This compound was prepared in a manner similar to that of 2-amino-6-fluoro- 
3,4-benzocoumarin (EXAMPLE 107) from 6-methyl-2-nitro-3,4-benzocoumarin (1.64 g) to 
afford 1.40 g (99%) of 2-amino-6-methyl-3,4-benzocoumarin as a white solid, which was 
5 used in the next step without further purification. 

| t 2-DihYQ>o-2,2A9^tramethvl-5-conmarinor3.4-/lr | . i inoline fCnmpound 31fi «tmr«m. A% 
of Scheme XI. where R ] =H. R^grhyiv This compound was prepared in a manner 
similar to that of Compound 207 from 2-amino-6-methyl-3,4-benzocoumarin (1.40 g) to 
10 afford 0.738 g (38%) of Compound 316 as a yellow solid. Data for Compound 316: *H 
NMR (400 MHz, acetone-d 6 ) 7.96 (d, J = 8.6, 1H), 7.89 (s, 1H). 7. 19 (d, 7= 8.6, 1H), 7.18 
(m, lH).7.14(d,J=8.4. 1H).6.04 (br s. 1H),5.51 (s. 1H),2.41 (s. 3H). 1.29(s.6H). The 
C(4) methyl is obscured by the acetone multiplet. 

EX A MPT Jg ^17 

7-Ch>prp-1^-dihYdr0-? 2,4-trimemvM^oumarinnn 4 -fTouinnlin^ rr omD011 nd 317 
structure 88 of Scheme XXIV. whe. w Rl=chlom R2-6 =H R 7-9 =mf!fhY i ) 
3<hloro-2-methoxYphrnvlboronic acid ( structure Oft of S c heme XXTV where R^sMfilB 
R2-4=H) r This compound was prepared in a manner similar to that of 5-fluoro-2i 
methoxyphenylboronic acid (EXAMPLE 107) from 2-bromo-6-chloroanisoIe (0.71 g, 3.2 
mmol). n-BuLi (2.5 M in hexanes; 1.28 mL, 3.2 mmol). and trimethylborate (1.09 mL. 9.6 
mmol) to afford 0.55 g (91%) of 3-chloro-2-methoxyphenylboronic acid which was used 
without further purification. 



15 



25 



30 



MethYU3 , ^htoTO-2'-methoxv-4-nitm.2.hiphen Y lcarb 0 xvl a t e V This compound was prepared 
in a manner similar to that of methyl (5^fmoro-2^memoxy-^ n itro-2-biphenylcarboxylate) 
(EXAMPLE 107) from methyl 2-bromo-5-nitrobenzoate (0.58 g, 2.2 mmol), (PPh3)4Pd (77 
mg, 0.066 mmol), and 5^oro-2-rnethoxyphenylboronic acid (0.54 g, 2.9 mmol) to afford 
245 mg (35%) of methyl (3^hW2Vmemoxy^nitro-2-biphenylcarboxylate) as a clear oil. 
Data for methyl (3 , ^Woro-2^memoxy^nitro.2-biphenylcarboxylate): *H NMR (400 
MHZ.CDC13) 8.79(d./=2.4, 1H). 8.40 (dd, .7=8.4. 2.4, 1H), 7.57 (d. J = 8.5. 1H),7.45 
(m, 1H). 7.15 (m. 2H), 3.75 (s. 3H). 3.47 (s, 3H). 
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3 , -Chloro-2 , -methoxv-4>nitro-2-biphenvlcarboxvlic acid . This compound was prepared in a 
manner similar to that of 5'-fluoro-2 , -methoxy-4-nitro-2-biphenylcarboxylic acid 
(EXAMPLE 107) from methyl (3 , -chIoro-2 , -methoxy«4-nitro-2-bipheny]carboxylate) 
5 (230mg) to afford 0.2 1 g (99%) of 3 , -chloro-2 , -methoxy-4-nitro-2-bipheny lcarboxylic acid 
as a white solid. Data for 3 , -chloro-2 t -methoxy-4-nitro-2-biphenylcarboxyIic acid: *H 
NMR (400 MHz, acetone-d6) 8.76 (d, J = 2.5, 1H), 8.50 (dd, J = 8.4, 2.5, 1H), 7.74 (d, J = 
8.5, 1H),7.51 (dd,J = 7.9, 1.8, 1H),7.31 (dd, 7=7.4, 1.8, 1 H), 7.24 (t, 7 = 7.9), 3.47 (s, 
3H). 

10 

8^h1oro-2-nitro-3.4-benzocoumarin . This compound was prepared in a manner similar to 
that of 6-fluoro-2-nitro-3,4-benzocoumarin (EXAMPLE 107) from S'-chloro-Z-methoxy^ 
nitro-2-biphenylcarboxylic acid (0.20 g, 0.65 mmol), SOC12 (50 mL, 0.69 mmol), and 
AICI3 (85 mg, 0.65 mmol) to afford 0. 1 8 g (99%) of 8-chioro-2-nitro-3,4-benzocoumarin as 
15 yellow crystals. Data for 8-chloro-2-nitro-3,4-benzocoumarin: *H NMR (400 MHz, 

acetone-d6) 9.06(t,7 = 1.4, 1H), 8.74 (s,2H), 8.45 (dd, 7 = 8.0, 1.4, 1H), 7.32 (dd, 7= 8.0, 
1.2, 1H),7.51 (t,7=8.0, 1H). 

2- Ami no-8-ch 1 oro-3 .4-benzocoumarin f structure 87 of Scheme XXIV. where R*=chloro. 
20 r2-6 == h^. This compound was prepared in a manner similar to that of 2-ami no-6-fluoro- 
3 ,47 benzocoumari n (EXAMPLE 107) from 8-chloro-2-nitro-3,4-benzocoumarin (0.18 g, 
0.65 mmol) to afford 0.10 g (62%) of 2-amino-8-chloro-3,4-benzocoumarin as a white solid, 
which was used in the next step without further purification. 

25 7-ailoro-l^^ihvdro-2.2.4-trimethvl>5-coumarino r3^flouinoline (Compound 317. 

structure 88 of Scheme XXIV. where Rl =ch1oro. r2-6 s h. R7-9=methvn. This compound 
was prepared in a manner similar to that of Compound 207 from 2-amino-9-chloro-3,4- 
benzocoumarin (0. 1 0 g) to afford 24 mg ( 1 8%) of Compound 317 as a yellow solid. Data 
for Compound 317: *H NMR (400 MHz, acetone-d6) 8.04 (dd, 7 = 8. 1 , 1 . 1 , 1H), 7.98 (d, 

30 7= 8.7, 1H), 7.48 (dd, 7 = 9.0, 1.1, 1H), 7.28 (t, 7= 8.8, 1H), 7.23 (d, 7 m 8.6, 1H), 6.24 (br 
s, 1H), 5.55 (d, 7 = 1 .2, 1H), 2.08 (s, 3H), 1 .3 1 (s, 6H). 



WO 96/19458 



PCT/US95/16096 



223 



EXAMPLE 21* 

g-f 3-Fluorpbenzyl V ) ^-dihvdro-2.2.4-trimethv1.f>//^hmn i e nor3.4-fl Q iiin 0 |}n e ( Cnmp n.,nH 
318. structure 32 of Scheme IX. where R = 3-fluorohenzvn 

To a solution of Compound 225 (EXAMPLE 125) (10 mg, 0.03 mmol) in CH2CI2 (5 ml) 
was added triethylsilane (0.05 ml, 0.3 mmol) and trifluoroacetic acid (0.024 ml, 0.3 mmol) 
at rt. The reaction was monitored by TLC and was found to be complete after 15 hours. 
The reaction mixture was quenched with an aqueous 10% NaOH solution (SmL) then 
extracted with EtOAc (10 mL). The organic layer was washed with brine (3x5 mL), dried 
(Na2S04), then concentrated in vacuo to afford a yellow oil. The crude product was 
purified by prep TLC (5 x 20cm, 250mm, 1 : 1 CH2Cl2:hexane) to afford 1 .0 mg (8%) of 
Compound 318 as a yellow oil. Data for Compound 318: Rf=0.26 (silica gel, 25% 
EtOAcrhex); lH NMR (400 MHz, CDCI3) 7.66 (d, /= 8.5, 1 H), 7.48( d, M 8.5 1 H), 7.23 
(m, 2 H), 7.03 (m, 1 H), 6.89 (m, 3 H), 6.61 (d, 7= 8.5, I H), 6.10 (m, 1 H), 5.49 (s. 1 H), 
3.98 (brs, 1 H). 3.10 (m. 1 H), 2.73 (m. 1 H), 2.29 (s, 3 H). 1 .29 (s, 3 H), 1 .19 (s, 3 H). 

EXAMPLE 210 
f/Z^-9<hloro-1.2Hiihvdro-S-methn*y-2^^^ 

(Compound 319, structure 47 of Scheme YI V . where Rl=H R2 =ch lnm RS^ethvl. X=m 
(R^-9s;hloro-1.2Klihvdro-5-hvdmxv.2.2.4-trimeth y l.5W^hroTnenof3.4-nquinoi;n ff 
(Structure 46 of Scheme XIV. where R 1=H R ^ hlorrrt anri fi-f5-chl 0ro -2-hvdroxv P h e nvn- 
l,2-dihYdro-5-hvdroxvmethvl-2.2.4-trimP t hvlouinnlin e Structure 94 nf Scheme XXV 
where R 1-2=r4-6 =r R 3 =ch1oro. r7-9 gggtbyj) Compound 209 (EXAMPLE 109) (100 
mg, 0.307 mmol) was dissolved in THF, cooled to -40°C, and treated with DIBAL (614 uL, 
0.614 mmol, 1 M in THF, Aldrich), wanning to -20°C over 30 min. The reaction mixture 
was quenched with NH4CI (sat) (2 mL) and allowed to warm to rt. The reaction mixture 
was poured into a separatory funnel containing EtOAc and water. The aqueous was 
extracted with EtOAc (2 x 20 mL). The combined organics were washed with NaCl (sat) (1 
x 15 mL), dried (Na2S04), filtered, and concentrated onto Celite. The material was 
purified by flash chromatography using 25% EtOAc:hexanes to afford 65 mg of (/2/5)-9- 
chloro-l^^ihydro-5-hydroxy.2A4-trimethyl-5^hromeno[3,4-y]quinoline (structure 46 of 
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Scheme XIV, where R^H. R2=chloro) and 20 mg of 6-(5-chloro-2-hydroxyphenyl)-l,2- 
dihydro-5-hydroxymethyl-2^,4-trimethylquinoline (structure 94 of Scheme XXV, where 
r 1-2_r4-6 = h, R3=chloro. R?' 9 -methyl). Data for (/?/5)-9-chloro- 1 ^-dihydro-5-hydroxy- 
2,2,4-trimethyl-5tf^taoinenoP^^ 7.71 (d,7 

= 2.4, 1H). 7.55 (d. J= 8.4, 1H), 7.1 1 (dd, J = 8.5. 2.4, 1H), 6.94 (d. J = 8.4. 1H). 6.84 (d, J 
= 5.9, 1H). 6.78 (d. 7=8.2. 1H).6.01 (d,J = 6.0, lH),5.56(bs. lH).5.52(s. lH),2.36(s, 
3H), 1.31 (s,3H), 1.18 (s,3H). Data for 6-(5-chloro-2-hydroxyphenyl).U-dihydro-5- 
hydroxymemyl-2,2,4-trimemylqumoline: *H NMR (400 MHz. acetonc-d6) 7. 1 8 (dd, J = 
8.5,3.0, 1H), 7.10 (d. 7 = 2.5. 1H), 6.92 (d.7 = 8.6, 1H). 6.75 (d. 7 = 8.0, 1H), 6.63 (d,7 = 
8.1, 1H),5.46(S. 1H). 5.25(s. 1H). 4.55 (ABq,7 = 1 1.4, 2H). 2.35 (s, 3H), 1.27 (s,6H). 



(Com h ctn.cmmd ? »f Scfremj XIV where Ri=H. R2=chloro, R3=mcthy), X=P) . 

(j&^-9^hloro-l ,2^hydro-5-hydroxy-2,2,4-tri^ (30 

1 5 mg, 0.092 mmol) was dissolved in methanol (3 mL) and treated with p-toluenesulfonic acid 
(10 mg). After 10 min the reaction was quenched with NaHCC>3 (2 mL). The resulting 
mixture was diluted with water (2 mL), poured into a separatory funnel, and extracted with 
EtOAc (3 x 20 mL). The combined organics were washed with NaCl(sat) (1 x 20 mL), 
dried (Na 2 S04), filtered, and concentrated onto Celite. The material was purified by flash 

20 chromatography on silica (20 g) using 10 % EtOAc:bexanes as eluent to afford 20 mg (64%) 
of Compound 319 as an opaque oil. Date for Compound 319: *H NMR (400 MHz, 
acetone-de) 7.73 (d, 7 = 2.4, 1H). 7.56 (d. 7 = 8.3. 1H). 7.17 (dd, 7 = 8.2, 2.4, 1H), 7.08 (d, 7 
= 8.3, 1H). 6.80 (d, 7 = 8.3, 1H), 6.37 (s, 1H), 5.62 (br s,lH), 5.54 (s, 1H), 3.44 (s. 3H), 2.27 
(2, 3H). 1.32 (s. 3H), 1.17 (s, 3H). 



25 



FMMf LE 22° 

o-rhinm-1 ^hvdro-l.y . ^-trimethvl-SW-rhromenors.^rlmiinolme (Compound 320, 

r »f &w. XXV ~>~~ Rl-2 =R 4^H T^hioro, R 7-9 8smetf , Y|) 

6<S^loro-2-hydroxyphenyl)-U^ihydro^ 
30 (EXAMPLE 219; structure 94 of Scheme XXV, where r1-2=r4-6=H, R3=chloro, R 7 ' 9 

=methyl)(20 mg, 0.061 mmol) was dissolved in CH2CI2 and treated with thionyl chloride (5 
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pL, 0.067 mmol) and triethylamine (9 UL 0.067 mmol). After 2 h the reaction was 
quenched with water and poured into a separatory funnel containing CH2CJ2 (20 mL) and 
water (lOmL). The aqueous was extracted with CH2CI2 (2 x 20 mL). The combined 
organics were washed with NaCl (satXl x 15 mL), dried (Na 2 S04). filtered and 
concentrated. The resulting benzyl chloride intermediate was dissolved in 1,2- 
dichloroethane (ImL) and treated with triethylamine (100 mL), then heated to reflux. After 
1 h the reaction was quenched with water and poured into a separatory funnel. The pH was 
adjusted to 6 (1 %v/v HC1) and the aqueous was extracted with CH 2 Cl2 (2 x 20 mL) The 
combined organics were washed with NaCl(sat) (20 mL), dried (Na 2 S0 4 ), filtered, and 
concentrated onto Celite. The material was purified by flash chromatography on silica gel 
(20 g) using 5% EtOAc:hexanes to afford 10 mg (53%) of Compound 320. Data for 
Compound320: *H NMR (400 MHz, acetone-d^) 7.60 (d, J = 2.4, 1H), 7.43 (d,/ = 8.4, 
1H), 7.08 (dd,7= 8.5.2.4, Ih), 6.89 (d,7 = 8.5, 1H). 6.70(d.y = 8.4. 1H), 5.56 (br s. 1H), 
5.49 (s, 1H), 5.32 (s. 2H), 2.1 1 (s, 3H), 1.25 (s, 6H). 



EXAMPLE 221 

f/^9-Chtom-l,?-dihvdro-2.2.4-^^ 

(Compound 321, stnirmre 47 of Srtu.m«, XIV wtemRl =H . R^hlnm R 3 =nrnnv , Y=n> 
(^9<*loro-l,2-dihydn>5-hydroxy-2,2^^ 

(EXAMPLE 219; structure 46 of Scheme XTV. where R«=H. R2=chIoro) (30 mg, 0.092 
mmol) was dissolved in 1-propanol (3 mL) and treated with p-toluenesulfonic acid (10 mg). 
After 10 min the reaction was quenched with NaHCC>3 (2 mL). The resulting mixture was 
diluted with H 2 0 (2 mL). poured into a separatory funnel, and extracted with EtOAc (3 x 
20 mL). The combined organics were washed with NaCl(sat) (1 x 20 mL), dried (Na2S0 4 ), 
filtered, and concentrated onto celite. The material was purified by flash chromatography 
on silica (20 g) using 10 % EtOAc.hexanes as eluent to afford 22 mg (61 %) of Compound 
321 as an opaque oil. Data for Compound 321: *H NMR (400 MHz, acetone-d 6 ) 7.73 (d, 
7 = 2.4, 1H), 7.56 (d, 7=8.5, 1H). 7.14 (dd,7 = 8.3, 2.5. 1H). 7.03 (d. 7 = 8.5, lH).6.80(d, 
7 = 8.5, 1H). 6.46 (s, 1H), 5.60 (br s, IH). 5.53 (s, 1H), 3.81 (m, 1H). 3.59 (m, 1H), 2.29 (s, 
30 3H), 1.46 (m, 2H), 1 32 (s. 3H), 1.17 (s, 3H), 0.75, (m. 3H). 
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EXAMPLE 222 

(fttt)-9-Fluoro- 1 .2^ihvdro-5-methoxv-2.2.4-trimethvl-5//-chromenor3.4 -fl a uinoline 
(Compound 322. structure 47 of Scheme XIV. where Rl=H. R2-f] UOPO , RS^ethvi. X=OV 
This compound was prepared in a manner similar to that described for Compound 319 
5 (EXAMPLE 2 1 9) from Compound 207 (55 mg) to afford 34 mg (59%) of Compound 322 as 
a clear oil. Data for Compound 322: *H NMR (400 MHz, acetone-do) 7.53 (d, J = 8.5. 
lH).7.48(dd,7 = 9.9,3.0, lH).7.05(dd, J=8.7,4.9, lH).6.92(m, lH),6.80(d,7=8.3, 
1H). 6.34 (s. 1H). 5.54 (d.7 = 1.4, 1H). 3.44 (s, 3H). 2.28 (d,/ = 1.4, 3H), 1.32 (s, 3H). 1.16 
(s, 3H). 

10 

EXAMPLE 223 
(/K^9-nuoro-1.2-dihvdro-2.2.4-trime^ 

(Compound 323. structure 47 of Scheme XIV. where R»=H. R2=f1uoro. RS-propyi. X=SV 
(/^9-Fluoro-1.2-dihvdro-5-hvdroxv-2.2.4-rt^ 

IS (structure 46 of Scheme XIV. where R*=H. R2=fluoro1. This compound was prepared in a 
manner similar to that of 9-chloro- 1 ,2-dihydro-5-hydroxy-2,2.4-trimethyl-SJ/- 
chromeno[3.4-/Jquinoline (EXAMPLE 219) from Compound 207 (0.16 g, 0.51 mmol) to 
afford 80 mg (50%) of 9-fluoit>-l,2-dihydrc-5-hydroxy-2,2,4-trimethyl.5H-chrorneno[3,4- 
/jquinoline as a white solid. Date for 9-fluoro-l^-dihydro-5-hydroxy-2^,4-trimethyl-5H- 

20 chromeno[3,4-.flquinoline: *H NMR (400 MHz, acetohe-d6) 7.52 (d. J = 8.5, 1 H), 7.46 
(dd, 7=9.9, 2.9, 1H), 6.93 (m, 1H), 6.86 (m, 2H), 6.78 (d, J = 8.5, 1H), 5.98 (d, 7= 6.0, 
1H), 5.56 (br s, 1H), 5.52 (d. J= 1.1, 1H), 237 (d, /= 1 .2, 3H), 1.30 (s, 3H). 1.18 (s. 3H). 

f/Z^9-nuoitvl. 2-dihvdro-2.2.4-trimethvl-5-thic»propoxv-5W-chromenor 
25 (Compound 323. structure 47 of Scheme XIV. where Rl=H. R^uoro. R^=dtopv1. X=SY 
This compound was prepared in a manner similar to that of Compound 319 (EXAMPLE 
219) from 9-fluoro-l,2-dihydro-5-hyd^xy-2^,4-trimethyl-5/f-chromeno[3,4-/Jquinoline 
(18 mg) to afford 21 mg (99%) of Compound 323 as a clear oil. Data for Compound 323: 
*H NMR (400 MHz, acetone-d6) 7.48 (d, J= 8.5, 1H), 7.45 (dd, J = 10.0, 1 .7. 1H), 7.14 (s, 
30 1H), 6.95 (m, 2H), 6.73 (d, J > 8.5, 1H), 5.52 (d, J = 1 .3, 1H), 2.76 (m, 1H), 2.58 (dt, J = 
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12.9, 7.4, 1H), 2.47 (d, 7 = 1.2, 3H). 1.66 (m, 2H), 1.25 (s, 3H), 1.22 (s, 3H), 0.95 (t, 7 = 7.3, 
3H). 

EXAMPLE 224 

f/^9-Pworo-1.2-dihvdro-2.2.4-t^ 

(Compound 324, structure 47 of Scheme XIV. where R UH. R^uom R3 =nmnvl y=0) 
This compound was prepared in a manner similar to that of Compound 319 (EXAMPLE 
219) from 9-nuoro-U-dihydro-5-hydroxy-2^,4-triniethyl-5^hromeno[3.4.^quino!ine 
(EXAMPLE 223) (20 mg) to afford 2 1 mg (95%) of Compound 324 as a white solid. Data 
for Compound 324: *H NMR (400 MHz. acetone-d6) 7.53 (d, 7 = 8.4, 1 H), 7.47 (dd, 7 = 
9.9,2.9, 1 H), 7.02 (dd, 7 = 8.8, 5.0, lH),6.95(m. 1H). 6.80 (d, 7 = 8.5, 1H), 5.53 (d,7 = 
1.5, 1H),3.81 (dt, 7 = 9.2,6.7, 1 H), 3.58 (dt, 7 = 9.2. 6.7, 1H),2.29 (d,7 = 1.5. 3H). 1.46 
(sext. 7 = 6.9. 2H), 1.32 (s, 3H). 1 .16 (s. 3H), 0.75 (t, 7 = 7.4. 3H). 

15 EXAMPLE 225 

(/&S)-5-ButYl-9-chtoro- ) ^^ihvd^^^trimerhvl. S^hmmennri.^rlauinnHnP 
(Compound 325, structure 42 of Scheme XI, wh^ re R»=H. R^hloro. R=h..tvl) 
This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(38 mg, 0.12 mmol) and 2.5 M n-BuLi in hexanes (0.28 mL. 0.70 mmol) to afford 7 mg 
20 (16%) of Compound 325 as a clear oil. Data for Compound 325: *H NMR (400 MHz, 
acetone-de) 7.72 (d, 7 = 2.4, 1H). 7.58 (d. 7= 8.5, 1H), 7.12 (dd, 7 = 8.3. 2.5, lH).7.05(d, 
7=8.5, lH).6.75(d,7=8.5, 1H). 5.53 (s, 1H), 4.82 (t,7 = 8.0, 1H). 2.40 (m. 2H). 2.09 (s. 
3H), 1 .5- 1 .4 (m, 6H), 1 .25 (br s. 6H). 0.95 (t, 7 = 7.8, 3H). 

25 EXAMPLE 226 

(/^-5-PutYl-1.?^ihvdro-9-memoxv.2.2.4-t rimethvl-5ff.^hro m enor^4-r1ouinoline 
(Compound 326. structure 42 of Scheme XI. wh ere R*=H. R2 gm eth oxv , R = h,,tvl) 
This compound (12 mg, 33%) was obtained as a by-product in the formation of Compound 
355 (EXAMPLE 255) as a colorless oil. Data for Compound 326: *H NMR (400 MHz, 
30 acetone-de) 7.47 (d, 7 = 8.4, 1H). 7.20 (d.7= 2.8. 1H). 6.80 (d,7 = 8.5. 1H). 6.69 (m. 2H). 
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5.79 (dd, 7 = 10.3, 3.2, 1H), 5.51 (d, 7 = 1.2, 1H), 3.80 (s. 3H), 2.24 (d, 7= 1.0, 1H), 1.74 
(m. 1H). 1 .5-1.3 (m, 5H). 1 .27 (s. 3H), 1 .18 (s. 3H). 0.84 (t, 7 = 7.5, 3H). 

EXAMPLE 227 

5 fft/^9-Flupm-1-2-dihvdT^2.2.4.S-trt^ 

XT1 « mrfiim 42 of Sch «n» XI where R 1=H. R^fluoro. R=methyl). 
This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(36 mg, 0.12 mmol) and 1.4 M MeLi in ether (0.45 mL, 0.63 mmol) to afford 6 mg (16%) of 
Compound 327 as a clear oil. Data for Compound 327: *H NMR (400 MHz, acetone-d6) 

10 7.46(d,7 = 8.4, 1H).7.41 (dt, 7 = 10.0, 1.5, 1H), 6.84 (m,2H), 6.80 (d, 7=8.5, 1H),6.07 
(q, 7 = 6.5. 1 H), 5.53 (d, 7 = 1 .4, 1H), 2.25 (d,7 = 1.1, 3H), 1 .32 (d, 7 = 6.5, 3H), 1 .26 (s, 
3H), 1.20 (s,3H). 

EXAMPLE 228 

15 f/Z^V-9-Fluom-l .2-dihvdro-2.2.4-trimethvl-5ff-chrom enol3.4-f1auinoline (Compound 328. 
structure 42 of Scheme XI. where Rl=R=H. R2=fluoro). 

This compound was prepared in a manner similar to that described for Compound 202 
(EXAMPLE 102) from 9-fluoro-l^-dmydro-5-hydroxy-2^,4-trimethyl-5H-chromenot3,4- 
/Jquinoline (EXAMPLE 223) (15 mg) to afford 14 mg (99%) of Compound 328 as a clear 
20 glass. Data for Compound 328: *H NMR (400 MHz, acetone-d6) 7.41 (d. 7 = 8.4, 1H), 
7.41 (dt,7= 10.0, 1.5, 1H). 6.84 (m,2H), 6.70 (d, 7 = 8.4. 1H), 5.49 (d,7= 1.2, 1H).5.29 
(s.2H),2.1l (d, 7=1.6, 3H), 1.26 (s,6H). 

EXAMPLE 229 

25 (R/S)- 1 .2.Dihvdro-9-methn«v-2-2.4-trir nethvl-5W^hrornenor3.4-flouinoline (Compound 
329. structure 42 of Scheme XI. w here Rl=R=H R2=rnethoxv). 
rje^l.2-Dihvdro-S-hvnmxv-9-metho^ 

(structure 46 of Scheme XIV. where Rl= H. R2=methoxv>. This compound was prepared in 
a manner similar to that of 9^hloro-l^^ydro-5-hydroxy-2^.4-trimethyl-5H- 
30 chromeno[3,4-/]quinoline (EXAMPLE 219) from Compound 314 (24 mg, 0.075 mmol) to 
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afford 15 mg (62%) of l,2-dihydro-5-hydroxy-9-methoxy-2^,4-trimethyl-5^- 
chromeno[3,4-/)quinoline as a white solid, which was used directly in the next step. 
<R/S)-l .2-Dihvdro-9-methoxv-2.2.4-trimethvl-Sf/-chromenor3.4 -/1ouinoline /Comp ound 
329. structure 42 of Scheme XI. where R'=R=H. R2=methoxvl This compound was 
5 prepared in a manner similar to that described for Compound 202 (EXAMPLE 1 02) from 
l^<lihydro-5-hydn)xy-9-memoxy-2^ f 4-trimemyI-5ffK*romeno[3,4Vlquinoline (15 mg) to 
afford 1 2 mg (98%) of Compound 329 as a clear glass. Data for Compound 329: *H NMR 
(400MHz.acetone-d6) 7.41 (d,J = 8.3, lH),7.I6(d, J = 3.0, 1H),6.81 (d,/=8.6. IH), 
6.68 (m, IH), 5.48 (d, J = 1 .2, 1H), 5.23 (s, 2H). 3.80 (s, 3H), 2.10 (d, J = 1 .2, 3H), 1 .24 (s, 
10 6H). 

EXAMPLE 230 

f Ji/yi-1 .2-Dihvdm-2.2.4.9-tetr aniethvl-SW-chromenor3.4-/lQuinoHne (Compound 330. 
structure 42 of Sc heme XT. where Rl=R=H. R^methvll 
15 This compound was prepared in a manner similar to Compound 229 (EXAMPLE 229) from 
Compound 316 (34 mg, 0. 1 1 mmol) to afford 1 6 mg (50%) of Compound 330 as a clear oil. 
Data for Compound 330: *H NMR (400 MHz. acetone-d6) 7.42 (m, IH), 7.41 (d, J = 8.4, 
IH), 6.90 (m, IH), 6.76 (d, 7= 8.0, IH). 6.64 (d, J = 8.4, H), 5.48 (s. IH), 5.41 (br s, IH), 
5.25 (s, 2H), 2.30 (s, 3H). 2.1 1 (d, J = 1 .4, 3H), 1 .24 (s, 6H). 

20 

EXAMPLE 231 

(/^-7^hloro-1.2-^ihvdro-2.2.4-trimethvl-5 ff.chromeiK>f3.4-r1ouino1ine (Compound 331 , 
structure 93 of Sch eme XXTV. where Rl=ch1oro. R2-6 as H. R7-9 =me thvn 
This compound was prepared in a manner similar to Compound 229 (EXAMPLE 229) from 
25 Compound 317 (20 mg, 0.06 1 mmol) to afford 1 1 mg (58%) of Compound 331 as a clear 
oil. Data for Compound 331: *H NMR (400 MHz, acetone-d6) 7.57 (dd, J = 7.9. 1 .2. IH), 
7.42 (d, J = 8.4. IH), 7.18 (dd, / = 7.9, 1 .2, 1 H), 6.98 (t, J = 7.9, 1 H), 6.70 (d, J = 8.4, 1 H). 
5.56 (br s. IH). 5.50 (<L J= 1.2, IH), 5.40 (s. 2H). 2.14 (d, /= 1.3. 3H), 1.25 (s, 6H). 
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EXAMPLE 232 

f7?/5V9-Chloro-1 2-dihvdrn-2 .1 4 ,S-tetn imethvl-S/^-chroinenor3.4-/1qtiinoHne fCompnund 
332. structure 42 of Scheme XI where R*=H R2=chloro. R^methvh 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg. 0.123 mmol) and methyllithium (438 uJ, 0.614 mmol, 1.4 M in ether, Aldrich) to 
afford 8 mg (20%) of Compound 332 as an opaque oil. Data for Compound 332: ! H NMR 
(400 MHz, acetone-d6) 7.65 (d, J= 2.5, lh), 7.49 (d, J= 8.4, 1H), 7.08 (dd, J= 8.5. 2.4, 
1H), 6.85 (d, J = 8.5, 1H), 6.70 (d, J= 8.5, 1H), 6.09 (s, 1H), 5.52 (s, 1H), 2.25 (s, 3H), 
1.32 (d, .7 = 6.5, 3H), 1.26 (s, 3H), 1.20 (s, 3H). 

EXAMPLE 233 

f^^5^4-BromonhenvlV 9^hloro-1.2wiihvdro-2.2.4-trimethvl-S^-chromenor3 4- 
Tlouinoline (C ompound 333 structure 42 of Scheme XI. where R=4-bromonhenvl. Rl=H 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and 1,4-dibromobenzene (203 mg, 0.859 mmol) to afford 1 1 mg 
(19%) of Compound 333 as a pale cream colored oil. Data for Compound 333: *H NMR 
(400 MHz, acetone-d6) 7.59 (d, J - 2.4, 1H), 7.58 (d,J= 6.3, 1H), 7.42 (d, J= 8.5, 2H), 
7.16 (d, .7 = 8.5, 2H), 6 94 (dd, J - 8.2, 4.2, 1H), 6.92 (s,lH). 6 84 (d, V- 8.4, 1H), 6.77 (d, 
J= 8.4, 1H). 5.68 (br s, 1H), 5.48 (s, 1H). 1.98 (s, 3H), 1.27 (s, 3H), 1.24 (s. 3H). 

EXAMPLE 234 

(7fr^9-Chloro-5^3^Mo rnphenvlM.2wi^ 

flquinoline ( Compound 3 34. structure 42 of Scheme XL where R=3-chlorophenvl. R^H. 
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This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg. 0.123 mmol) and 3-bromochlorobenzene (164 mg, 0.856 mmol) to afford 9 mg 
(17%) of Compound 334 as a pale yellow oU. Data for Compound 334: 1h NMR (400 
MHz. acetone-d 6 ) 7.61 (d, J= 2.3. 1H), 7.59 (d. 7= 9.0. 1H). 7.25 (m. 4H). 6.95 (m. 2H) 
6.85 (d. J = 8.3. 1H). 6.83 (d. 7= 7.3. 1H). 5.72 (br s. 1H). 5.50 (s, 1H). 2.00 (s, 3H) 1 28 
(S.3H). 1.26 (s,3H). 



(/Z/ff)-9-Cb»pro-l ,2-dihvdro-? ? 4.trim ft thvl.*_p _. n ^ 
jinoline f Compound 335 n structure A1 nf .< 

R 2 =cn 




This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(20 mg. 0.061 mmol) and 3-bromotoluene (147 mg. 0.859 mmol) to afford 10 mg (41%) of 
Compound 335 as a pale white oil. Data for Compound 335: 1 H NMR (400 MHz. acetone- 
d6) 7.59 (d.y= 2.4, lH).7.58(d,y=9.1. 1H). 7 ,9 (m, 2H), 6.95 (m.3H). 6.83 (d, J = 8 5 
1H), 6.78 (d. J= 8.5. 1H), 5.64 (br s, 1H), 5.81 (s. 1H), 2.20 (s. 3H), 2.05 (s. 3H) 1 27 (s 
3H). 1.24 (s,3H). 

EXAMPLE 2Jg 

(/^9-Chloro-S.(4-chloTT>-3.m<fh^nh e nvlVl ^^ ^trim^ .^.^^p 1 
/lquiMine (Compound 336, stmcftir, 47 of Srh^, vi ^ R=4 . phlnrn _ 7 
Rl-H.R2-q) ~ • 



This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(20 mg, 0.061 mmol) and 5-bromo-2-cUorotoluene (177 mg, 0.859 mmol) to afford 9 mg 
(34%) of Compound 336 as a cream colored oil. Data for Compound 336. 1 H NMR (400 
MHz. acetone-dtf 7.60 (d, J = 2.4. 1H), 7.57 (cU= 8.5, 1H). 7.23 (m, 2H), 7.00 (m, 2H) 
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6.91 (s, 1H), 6.84 (d, J= 8.2, 1H), 6.79 (d, 7= 8.5, 1H), 5.68 (br s, 1H), 5.48 (ds, 1H), 
2.23 (s, 3H), 1.99 (s, 3H), 1.27 (s, 3H), 1.25 (s, 3H). 

EXAMPLE 237 

5 

fff/y >.0-rhlnro-1.2^ihvrfr^S.r3^tri fluoromethvnDhenvi1-2.2.4-trimethvl-S^ 
fl ffliinfttina rromnoun d 337. structure 42 of Scheme XI. where R=3- 
rmflnnrnm^thvnnhenvl. Rl=H. R 2 =C1) 

1 0 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and 3-bromobenzotrifluoride (276 mg, 1 .23 mmol) to afford 1 1 mg 
(20%) of Compound 337 as a cream colored oil. Date for Compound 337: *H NMR (400 
MHz, acetone-d6) 7.61 (d, J = 2.3, 1H), 7.52 (m. 4H), 7.07 (s, 1H). 6.99 (dd, J= 8.5, 2.4, 
1H). 6.87 (d, J= 8.3, 1H), 6.84 (d,J= 8., 1H), 5.73 (br s, 1H). 5.51 (s. 1H). 2.01 (s. 3H), 

15 1.27 (s,6H). 

EXAMPLE 238 

fg/yWQ-Chloro-5-i3 S^icMorophe!nvlV1.2^m vdro-2.2.4-trimethvl-5/f-chromenor3.4- 
20 /lquinoline (Compound 33 8 structure 42 of Scheme XL where R=3.5-dichlorophenvl. 
r1=H,R2-C|) 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and 1 -bromo-3 ,5-dichlorobenzene (277 mg, 1.23 mmol) using diethyl 
25 ether for the formation of the aryl lithium in the first step. The final step afforded 1 1 mg 
(20%) of Compound 338 as a pale yellow oil. Data for Compound 338: *H NMR (400 
MHz. acetone-d6) 7.64 (d, J= 2.3, 1H), 7.61 (d,J- 8.5, 1H), 7.32 (s. 1H), 7.20 (s,lH). 
7.19 (s, 1H), 7.03 (dd, J- 8.9, 2.4, 1H), 6.91 (s, 1H), 6.89 (d, J= 6.7, 1H), 6.88 (d, J= 6.7, 
1H), 5.78 (br s, 1H), 5.53 (s, 1H), 2.03 (s, 3H), 1.28 (s, 3H), 1.27 (s, 3H). 



30 
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EXAMPLE 239 

f/^y)-9-ChlorO-l ■2^ihvdro-S^4-methoxvphenvlV 2.2.4-trimethvl.S^-chrnm ft nnf ^ 4. 
5 /lcwinoline (Compound 339. structure 42 of Scheme XL where R= 4-mgthoxvnhenvl . 

Rl=H, h 2 -=cd 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0. 123 mmol) and 4-bromoanisoIe (230 mg, 1 .23 nunol) to afford 1 1 mg (21%) of 
10 Compound 339 as a pale yellow oil. Data for Compound 339: 1h NMR (400 MHz, 

acetone-d 6 ) 7.59 (d,y= 2.5, 1H), 7.56 (d, ./= 8.5, 1H),7.11 (d, J= 8.7, 2H), 6.94 (dd, J= 
8.5, 2.4, 1H), 6.89 (s, 1H), 6.82 (d, J= 8.5, 1H), 6.75 (m, 3H), 5.61 (br s, 1H), 5.45 (s, 1H), 
3.69 (s, 3H), 1.99 (s, 3H), 1.26 (s, 3H), 1.23 (s, 3H). 

15 EXAMPLE 240 

(^^9<)hJoro-5^3-fluoro^methQxvphMv1 Vl.2^ihvdro-^2.4-trimethvl-S//. 
chrpmenor3.4-rtouinoline (Compound 340 s tructure 42 of Scheme XI. where R=3.flnnrn. 
4-methoxvnhenvl Rl=H ^2=0) 

20 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(20 mg, 0.061 mmol) and 4-bromo-2-fluoroaoisole (88 mg, 0.429 mmol) to afford 8 mg 
(29%) of Compound 340 as a pale yellow oil. Data for Compound 340: *H NMR (400 
MHz, acetone-d6) 7.60 (d, J = 2.4, 1H), 7.58 (d, J= 8.5, 1H), 7.02 (dd, 7= 10.2, 2.4, 1H), 
25 6.97 (dd, J = 8.5, 2.3, 1H), 6.94 (d, J= 8.5. 1H), 6.90 (s, 1H), 6.89 (m, 1H). 6.84 (d, J= 

8.5, 1H), 6.79 (d, 7- 8.5, 1H), 5.68 (br s, 1H), 5.48 (s, 1H), 3.79 (s, 3H), 2.00 (s, 3H), 1 .27 
(s, 3H), 1.24 (s,3H). 
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EXAMPLE 241 

rff/^9^loro-S-f4- fluoroDhenvlVK2-dihvdrD-2.2.4-trimethvl-5//<;hromenor3.4- 
nguinolinef Compound 341 . structure 42 of Scheme XI. where R=4-f1uorophenvl. R ] =H. 
Bi=CJl 

5 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and 4-fluorophenyl magnesium bromide (1 ml, 1.03 mmol, 1 M, 
Aldrich) to afford 1 1 mg (22%) of Compound 341 as a pale yellow oil. Data for Compound 
341: lH NMR (400 MHz, acetone-d6) 7.60 (d, J - 2.4. 1H), 7.58 (d, J = 7.3, 1H), 7.24 (m, 
2H). 6.96 (m, 4H), 6.84 (d, J = 8.3, 1H). 5.67 (br s, 1H). 5.48 (s. 1H), 1.98 (s, 3H), 1.26 (s, 
10 3H), 1.24 (s.3H). 

EXAMPLE 242 

f/^-9^hloro-5-(3^hlorc^meftoxv-S-m^ 

chromenor3.4-flQuinoline ( Compound 342. structure 42 of Scheme XI. where R=3-chloro- 

15 4-methoxv-5-methvlphenvl. R'=H. R2=C1) 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and 4-bromo-2-chloro-5-methylanisole (181 mg, 0.770 mmol) to 
afford 12 mg (21%) of Compound 342 as a pale yellow oil. Data for Compound 342: 1 H 
NMR (400 MHz, acetone-d6) 7.61 (d, J = 2.4, 1H), 7.58 (d, J = 8.4, 1 H), 7.03 (m, 1H), 

20 6.99 (dd, J = 8.5. 2.4, 2H), 6.9 1 (s, 1 H). 6.84 (dd, J = 8.3, 3.8, 2H), 5.69 (br s, 1 H). 5.49 (s, 
1H), 3.70 (s, 3H), 2.18 (s, 3H), 2.01 (s, 3H), 1.27 (s, 3H), 1.26 (s, 3H). 

EXAMPLE 243 

fR^9^1oiXH5^4-fluoro-3-methvlphenvlV1.2^ihydn>-2.2.4-trimethvl-5//H;hromenor3.4- 
25 flouinoline (Compound 343. structure 42 of Scheme XI. where R=4-fluoro-3-methvlphenvl. 
Rl=H.R2=CH 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and 4-fluoro-3-phenyl magnesium bromide (1 ml, 1.026 mmol, 1M, 
Aldrich) to afford 8 mg (16%) of Compound 343 as a pale yellow oil. Data for Compound 
30 343: *H NMR (400 MHz, acetone-d6) 7.59 (d, J = 2.6, 1H), 7.57 (d, 7= 8.6, lH),7.12(d,/ 
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= 8.1, 1H), 6.99 (m. 1H), 6.96 (dd, J = 8.2, 2.4, 1H), 6.90 (in, 1H), 6.84 (d, / = 8.3, 1H), 
6.77 (d, J = 8.5, 1H), 5.68 (br s, 1H), 5.48 (s, 1H), 2.14 (s, 3H), 1.25 (s, 3H), 1.24 (s, 3H). 

EXAMPLE 244 
5 (/fr^-9-Chloro-5-(3-fluorophenvn-l^ 

flauinoline fCompound 344. structure 42 of Scheme XI. where R=3-fluo rophenvl. R<=H 
R2=Ch 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 209 
(40 mg, 0.123 mmol) and l-bromo-3-fluorobenzene (150 mg, 0.860 mmol) to afford 1 1 mg 
10 (22%) of Compound 344 as a pale yellow oil. Data for Compound 344: *H NMR (400 
MHz, acetone-d6) 7-61 (d. 7 = 2.4, 1H),7.59 (d,7 = 8.4, lH),7.29(m, 1H), 7.04 (d,/ = 7.9, 
1H), 6.97 (m, 4H), 6.85 (d. J = 8.5, 1H). 6.80 (d, J = 8.5, 1H), 5.7 (br s, 1H), 5.50 (s, 1H), 
2.01 (s, 3H), 1.27 (s, 3H), 1.25 (s, 3H). 

15 EXAMPLE 245 

f/Z/5)-l^-Dihv dro-2.2.4-trimethvl-5-rf3.4-methvlenedioxv')phenvn-5//-chromenof3.41- 
muinoline fCo mpound 345. structure 32 of Scheme IX. where R=3.4- 
fmethvlenedioxvtohenvl 

This compound was prepared by the General Procedure 5 (EXAMPLE 60) from 4-bromo- 
20 1 ,2-(methy lenedioxy )benzene (20 1 mg, 1 .0 mmol) and Compound 159 ( 1 5 mg, 0.05 mmol) 
to afford 1 .5 mg (8%) of Compound 345 as a colorless oil. Data for Compound 345: *H 
NMR (400 MHz, acetone-d6) 7.60 (d. J = 7.6, 1 H). 7.55 (d, J = 8.4, 1 H). 6.98 (t, J = 7.6, 1 
H), 6.88-6.60 (m, 6 H), 5.98 (s, 1 H), 5.91 (s, 2 H), 5.51 (bs, 1 H), 5.46 (s, I H). 2.02 (s, 3 
H). 1.25 (s, 3 H), 1.23 (s, 3 H). 

25 

EXAMPLE 246 

(IW)-5-(4<:hlon>-3-methvlDh^^ 

rauinoline fCompound 346. structure 32 of Scheme IX. where Rs4-chloro-3-methvlphenvn 
This compound was prepared by the General Method 5 (EXAMPLE 60) from 5-bromo-2- 
30 chlorotoluene (206 mg, 1.0 mmol) and Compound 159 (10 mg, 0.03 mmol) to afford 8.0 mg 
(67%) of Compound 346 as a colorless oil. Data for Compound 346: *H NMR (400 MHz, 



WO 96/19458 



PCT/US95/16096 



236 

acetone-<l6) 7.60 (d, J = 7.6. 1 H), 7.55 (d. /= 8.4, 1 H), 7.23-7.19 (m, 2 H), 7.01 (d, 7= 9.9, 
1 H), 6.97 (d, J= 7.7, 1 H), 6.89 (s. 1 H), 6.88-6.81 (m, 2 H), 6.78 (d, J = 8.0, 1 H), 5.55 (bs, 
1 H), 5.48 (s, 1 H), 2.22 (s. 3 H), 2.00 (s, 3 H), 1.26 (s, 3 H), 1.24 (s, 3 H). 

5 EXAMPLE 247 

(J?/.tt-5-(4-Bromo-3-pvridvl)- 1 ^.3.4-tetrah ydro-2^-dimethvl-4-inethvlidene-S/f- 
chromenor3.4-nouinoIine (Compo und 347. structure 33 of Scheme IX. where R=4-bromo- 
3-pvridvD. 

This compound (1 .8 mg, 3%) was obtained as a colorless oil along with Compound 197 as 
10 described above (EXAMPLE 97). Data for Compound 347: *H NMR (400 MHz, CDCI3) 
8.22 (d. J = 5.2. 1 H), 7.56-7.49 (m, 2 H). 7.34 (s, 1 H), 7.12 (d, /= 6.5, 1 H), 7.03 (td. J = 
7.4, 1.3, 1 H). 6.92 (td, J= 7.4, 1.3, 1 H), 6.86 (d, 7 = 7.5, 1 H), 6.61 (d, J = 8.2, 1 H), 6.58 
(s, 1 H), 4.98 (s, 1 H). 4.52 (s, 1 H), 2.43 (d, J = 14.5, 1 H), 2.22 (d, J = 14 J, 1 H). 1 .34 (s. 
3H), 1.17 (s, 3 H). 

15 

EXAMPLE 248 

(^y>-S-r3.5-DifluorophenvlV1.2-dihvdro-2.2.4 -trimethvl-5//-chromenol3.4-flauinoline 
( Compound 348. structure 32 of Scheme IX. where R=3.5-difluorophenyI) 
This compound was prepared by the General Method 5 (EXAMPLE 60) from l-bromo-3,5- 
20 difluorobenzene (193 mg, 1.0 mmol) and Compound 159 (20 mg. 0.07 mmol) to afford 14 
mg (53%) of Compound 348 as a colorless oil. Data for Compound 348: 1 H NMR (400 
MHz. acetone-d6) 7.63 (d, J = 7.6. 1 H). 7.58 (d, J = 8.4, 1 H). 7.03 (t, J = 7.7, 1 H), 6.95 (s, 
1 H), 6.94-6.83 (m. 6 H). 5.62 (bs, 1 H). 5.1 1 (s, 1 H), 2.04 (s, 3 H), 1.27 (s. 3 H), 1.26 (s, 3 
H). 

25 

EXAMPLE 249 

f/ySV5-f3.S-DichlorophenvlVK2^ihvaro-2 -2-4-trimemvl-5W-chromenof3.4-/1auinoline 
(Compound 349. structure 32 of Scheme IX - where R=3.5-dichlorophenvn 
This compound was prepared by the General Method 5 (EXAMPLE 60) from l-bromo-3,5- 
30 dichlorobenzene (226 mg, 1 .0 mmol) and Compound 159 (1 5 mg, 0.05 mmol) to afford 20 
mg (95%) of Compound 349 as a colorless oil. Data for Compound 349: IR (neat) 3350, 
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2940, 1690. 1590, 1480, 1 070; *H NMR (400 MHz, acetone-d6) 7.63 (d, J m 7.7, 1 H ),7.58 
(d, J = 8.4, 1 H), 7.29 (t. J = 1 .9, 1 H). 7.20 (d, J = 1 .9, 2 H), 7.03 (t. / * 7.7, 1 H), 6.97 (s, 1 
H). 6.93-6.85 (m, 3 H), 5.63 (bs, 1 H), 5.53 (s, 1 H), 2.04 (s, 3 H), 1.28 (s, 3 H), 1.27 (s, 3 
H); 13 C NMR(100MHz.acetone-d6) 151.0, 147 J, 145.7, 135.5, 135.1, 135.0, 129.0, 
5 128.8. 128.6, 128.4, 127.8. 125.3, 124.6. 123.2, 123.0, 120.3. 1 19.7. 1 18.3, 1 16.4, 1 16.3. 
74.9.51.2,24.0. 

EXAMPLE 250 

(/y^5-f3-Pix>mo-^-methvlphenvlV1.2-dihvdm-^ 2.4-trim e thvl.5^hmm ft nAf? i 4- 
10 flquinoline fCompound 3S0. structure 32 n f Scheme TY where R=3-hmmn.<l 
methvlphenvn 

This compound was prepared by the General Method 5 (EXAMPLE 60) from 3.5- 
dibromotoluene (250 mg. 1 .0 mmol) and Compound 159 (10 mg, 0.03 mmol) to afford 6. 1 
mg (46%) of Compound 350 as a colorless oil. Data for Compound 350: *H NMR (400 
15 MHz, acetone-d6) 7.61 (d. J= 7.7. 1 H), 7.56 (d. /= 8.4, 1 H). 7.17 (s. 1 H). 7.14 (s, 1 H). 
7.10 (s. 1 H). 7.01 (t, J = 7.7, 1 H). 6.91 (s. 1 H). 6.90-6.82 (m. 3 H), 5.58 (bs, 1 H), 5.50 (s. 
1 H). 2.21 (s, 3 H). 2.02 (s. 3 H), 1.27 (s. 3 H). 1.26 (s. 3 H). 



EXAMPLE Ml 

f/?/5)-5-(3-Promo-5-fliioroDhenvlV 1 2-d ihvdro-2.2 4-trimethvl.SW-ohromennf \d- 
flquinoline (Compound 351. structure 32 nf Scheme IX. when- R=3-hromn-S-fl.,c T Th»rfY l ) 
This compound was prepared by the General Method 5 (EXAMPLE 60) from 1,3-dibromo- 
5-fluorobenzene (254 mg, 1.0 mmol) and Compound 159 (10 mg. 0.03 mmol) to afford 6.2 
mg (46%) of Compound 351 as a white powder, along with 0.7 mg (5%) of Compound 352 
(EXAMPLE 252). Data for Compound 351: mp 82-84 °C; IR (neat) 3367. 1699. 1595, 
1581, 1469, 1435. 1251; *H NMR (400 MHz, acetone-d 6 ) 7.63 (d. J = 7.7, 1 H), 7.58 (d, / 
- 8.4, 1 H). 7.23 (d. J = 5.2. 1 H). 7.20 (s, 1 H), 7.08-7.02 (m, 2 H), 6.97 (s, 1 H), 6.94-6.85 
(m, 3 H). 5.64 (bs, I H). 5.53 (s. 1 H). 2.04 (s. 3 H). 1.28 (s, 3 H), 1 .27 (s. 3 H); 13c NMR 
(100 MHz. acetone-d6) 163.4 (d. J = 250 Hz). 151.1. 147.3. 146.4 (d. J = 7.0 Hz), 135.0, 
129.1. 128.8. 128.4, 128.3. 125.3; 124.6. 123.2. 123.0. 122.9. 120.4, 119.7. 119.2 (d,7 = 
24.8 Hz). 1 18.3. 1 16.4. 1 15.2 (d. 7= 22.2 Hz), 74.9. 51.2. 29.4, 24.0. 
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EXAMPLE 252 

f^/^-5^3-Bromo-5-fluorophenvlV1.2J.4-tetrahvdrc>-2^^imethvl-4-inethvlidene-5/f- 
chromenor3.4-flauinoline fCompo und 352. structure 33 of Scheme IX. where Rs3-bromo- 
5-fluprophcnyl) 

5 The compound (0.7 mg, 5%) was obtained along with Compund 351 as described above 
(EXAMPLE 25 1 ) as a colorless oil. Data for Compound 352: *H NMR (400 MHz, 
CDCI3) 7.54 (d, J = 7.7, 1 H), 7.51 (d, 7= 8.4, 1 H), 7.24 (d. /= 5.5, 1 H). 7.06-6.84 (m, 5 
H), 6.60 (d, J = 8.4, 1 H), 6.57 (s, 1 H), 4.96 (s, 1 H), 4.56 (s, 1 H), 4.01 (bs. 1 H), 2.42 (d, J 
= 12.3, 1 H), 2.21 (d, 7= 12.3, 1 H), 1.34 (s, 3 H). 1.15 (s. 3 H). 

10 

EXAMPLE 253 
(/ySVS-r4-F]uoro-3-ftrifluorornethviy ^^ 

chromenor3.4-r1quinoline fCompound 353. structure 32 of Scheme IX. where R=4-fIuoro- 

?-(tpflupromethYl)phgnvl) 
15 This compound was prepared by the Genera] Method 5 (EXAMPLE 60) from 5-bromo-2- 

fluorobenzotrifluoride (243 mg, 1 .0 mmol) and Compound 159 (10 mg, 0.03 mmol) to 

afford 3.5 mg (27%) of Compound 353 as a colorless oil. Data for Compound 353: *H 

NMR (400 MHz, acetone-d6) 7.62 (d. J = 7.7, I H), 7.61-7.53 (m, 3 H), 7.27 (t,7 = 7.7, 1 

H). 7.04-6.82 (m, 5 H), 5.62 (bs, 1 H), 5.51 (s, 1 H), 2.02 (s, 3 H), 1.26 (s, 6 H). 

20 

EXAMPLE 254 

f /Mgl-9-Fluoro- 1 .2-dihvdro-2^.4 -trimethvl-5-f 3-methvlphenvl V5//-chromenor3.4- 
flquinoline fCompound 354. structure 42 of Scheme XI. where R=3-methvlphenvl. R*=H. 

25 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(31 mg, 0.10 mmol) and 3-bromotoluene (90 mL, 0.74 mmol) to afford 18 mg (46%) of 
Compound 354 as a colorless glass. Data for Compound 354: *H NMR (400 MHz, 
acetone-d6) 7.53 (d, J = 8.5. 1H), 7.33 (dd, J - 9.9, 2.9, 1H), 7.08 (m. 2H), 6.98 (d, / = 6.7, 
2H), 6.89 (s, 1H). 6.83 (d, /= 8.5, 1H), 6.75 (m, 2H), 5.48 (s, 1H). 2.20 (s, 3H), 1.99 (s, 

30 3H), 1 .27 (s, 3H), 1 .25 (s, 3H). 
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EXAMPLE 255 

flqqinoline (Compound 355. structure 42 of Sche me XI. where R=3-methvlnhPnvl. R»=H. 
R^gmethoxvl 

5 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 314 
(32 mg, 0. 1 0 mmol) and 3-bromotoluene (90 mL, 0.74 mmol) to afford 10 mg (25%) of 
Compound 355 as a colorless glass. Data for Compound 355: *H NMR (400 MHz, 
acetone-d6) 7.53 (d, 7 = 8.5. 1H). 7. 1 3 (d, 7 = 2.8, 1 H), 7.08 (m, 2H), 6.99 (m. 2H). 6.83 (d, 
7 = 6.0. 1H), 6.80(s, 1H), 6.70 (d, 7=8.7, 1H). 6.55 (dd, 7= 8.7, 2.8, 1H). 5.46(d.7= 1.2, 
10 1H). 3.72 (s, 3H). 2.24 (s, 3H), 1.98 (s, 3H), 1.26 (s, 3H), 1.24 (s, 3H). 

EXAMPLE 256 

(/^-9-Fluoro-5-f3-fluoro^methoxvDhe^ 

chromenor3.4-r1nuinoline (Compound 356. structure 42 of Scheme XI. where R=3-flnom- 
15 4-methoxvphenvl. Rl=H. r2=F^ 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(41 mg. 0.12 mmol) and 4-bromo-3-fluoroaniso!e (0.13 mL, 1.0 mmol) to afford 1 1 mg 
(20%) of Compound 356 as a yellow oil. Data for Compound 356: *H NMR (400 MHz, 
acetone-d6)7.55(d,7 = 8.5, 1H), 7.35 (dd, 7 = 10.0,2.8, 1H), 7.01 (dd.7 = 12.5, 1.9, 1H), 
20 6.95(1,7 = 6.9, 1H), 6.87 (m. 3H), 6.74 (m, 2H), 5.48 (d, 7= 1.2, 1H), 3.79 (s, 3H). 1.97 (s. 
3H). 1 .27 (s, 3H), 1.24 (s, 3H). 

EXAMPLE 257 

WS)-9-Fluoro- 1 ■2^ihvdro-2.2.4 -trimethvl-5-r3-ftrifluoromethvnDhenvl1.5//. 
25 Chromenof3.4-r1ouinoline (Compound 357. structure 42 of Scheme XI. where R=3- 
(trifluorom ethvnphenvl, Rl=H. R^=F> 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(40 mg, 0.12 mmol) and 3-bromobenzotrifluoride (0.14 mL, 1.0 mmol) to afford 1 1 mg 
(20%) of Compound 357 as a yellow oil. Data for Compound 357: ^H NMR (400 MHz, 
30 acetone-d6) 7.54 (d, 7 = 8.5, 1 H). 7.35 (dd, 7 = 9.9, 2.9, 1H), 7. 10 (m, 2H), 6.98 (d, 7 = 6.7, 
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2H), 6.89 (s, 1H), 6.85 (d, J = 8.5, 1H), 6.75 (m, 2H), 5.48 (s, 1H), 1.99 (s, 3H), 1 .27 (s, 
3H), 1.25(s,3H). 

EXAMPLE 258 
5 fft/^9-Fluon *-5-f4-fluoTo-3-memvlphenv^ 

rtmiinoline fCompou nd 358. structure 42 of Scheme XI. where Rg4-fluoro-3-methvlphenvl. 

This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 207 
(38 mg, 0.12 mmol) and 1.0 M 4-fluoro-3-methylphenyl magnesium chloride in THF 
1 0 ( Aldrich) to afford 25 mg (5 1 %) of Compound 358 as a yellow oil. Data for Compound 
358: *H NMR (400 MHz, acetone-d6) 7.54 (d, J = 8.4, 1H), 7.34 (dd, J = 10.0, 2.8, 1H), 
7.14 (m, 1H). 7.00 (m, 1H), 6.91 (d, J = 9.6. 1H). 6.88 (s, 1H), 6.83 (d, J = 8.4, 1H), 6.79- 
6.68 (m, 2H). 5.48 (s, 1H). 2.13 (s, 3H), 1 .99 (s, 3H), 1.27 (s, 3H), 1 .24 (s, 3H). 

15 EXAMPLE 259 

(ZW5-^.4-DifluorobenzvlideneV1.2-dihv^ 

fCompound 359. structure 45 of Scheme XIII. where r!=r2=h. R3=2.4-difluorophenvn 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from 2,4- 
difluorobenzyl bromide (0.27 ml, 2.10 mmol) and compound 159 (20 mg, 0.07 mmol) to 
20 afford 1 6 mg (56%) of Compound 359 as a yellow oil. Data for Compound 359: Rf=0.44 
(silica gel, 25% EtOAc:hex); *H NMR (400 MHz, acetone-d6) 8.43 (m, 1H), 7.86 (d, J = 
8.5, 1 H), 7.67 (d, J = 8.5, 1 H), 7.20 (m, 2 H), 7.1 1 to 7.03 (m, 3 H), 6.86 (d, / = 8.5, 1 H), 
5.88 (s, 1 H), 5.55 (s, 1 H), 2.1 1 (s, 3 H), 1.29 (brs, 6 H). 

25 EXAMPLE 260 

(Zl-5-f3.4-DifluorobenzvlideneV1.2-dihvdro-2^.4-trimemvl-5g-chromenor3.4-rquinoline 
fCompound 360. structure 45 of Scheme Xm. where R 1 =R 2 =H. R 3 =3.4-difluorophenvn 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from 3,4- 
* difluorobenzyl bromide (0.27 ml, 2.10 mmol) and Compound 159 (20 mg. 0.07 mmol) to 
30 afford 20 mg (70%) of Compound 360 as a yellow oil. Data for Compound 360: Rf=0.44 
(silica gel. 25% EtOAc:hex); !H NMR (400 MHz, acetone-do) 7.83 (m, 2 H). 7.66 (d. J = 
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8.5, 1 H), 7.55 (m, 1 H), 7.31 (m, 1 H), 7.24 (m, 2 H), 7.10 (m, 1 H), 6.85 (d, 7 = 8.5, 1 H), 
5.67 (s, 1 H), 5.55 (s, 1 H), 2.08 (s, 3 H), 1 .28 (brs, 6 H). 

EXAMPLE 261 

(Z)-5-(3-FluorobenzvlideneV 1 .2.3.4-tetr a hvdro-2.2.4-trimethvl-5//^hroinennr^ 4. 
flqujnoline fComoound 361. structure «t of Scheme XXX. where r!=r2 =H r3 = ^. 
difluoronhenvn 

A solution of Compound 159 (20 mg, 0.07 mmol) in EtOAc (10 ml) was stirred over 10% 
Pd/C (5 mg) at it under an atmosphere of H2 (1 atm) for 15 h. The reaction mixture was 
filtered then concentrated in vacuo to afford 14 mg (70%) of the 1.2,3,4-tetrahydro-2,2,4- 
trimethyl-5«-<;oumarino[3,4-e]quinoline as a yellow solid. According to General Method 6 
(EXAMPLE 1 19), from 3-fluorobenzyl chloride (0.17 ml, 1 .40 mmol) and 1.2.3,4- 
tetrahydro-2,2,4-trimethyl-5W-coumarino[3,4-e]quinoline (14 mg, 0.05 mmol) was obtained 
8.6 mg (46%) of Compound 361 as a yellow solid. Data for Compound 361: Rf=0.38 
(silica gel. 25% EtOAcrhex); *H NMR (400 MHz, acetone-d6) 7.82 (d, J = 8.5, 1 H), 6.69 
(m, 1 H), 7.62 (d, J = 8.5, 1 H). 7.58 (d. /= 8.5, 1 H), 7.40 (m, 1 H). 7.22 (m, 2 H), 7.08 (m, 
1 H). 6.97 (m. 1 H), 6.74 (d. J = 8.5. 1 H), 6.24 (s, 1 H), 5.30 (brs, 1 H). 3.76 (m. 1 H). 1 .97 
(m. 1 H), 1 .55 (m. 1 H), 1 .40 (d, J = 6.6, 3 H). 1 .30 (s, 3 H), 1 .26 (s, 3 H). 

EXAMPLE 262 
(^5-f2,6-rafluorol>enzv1irieneyi.2.rfihvH 

(Compound 362. structure 45 of Scheme XIII. where R1=r2 =H r3 = ? 6-difluomnh ft nvn 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from a-bromo-2,3- 
difluorotoluene (0.43 g. 2.1 mmol) and Compound 159 (20 mg, 0.07 mmol) to afford 4.4 
mg ( 1 6%) of Compound 362 as a yellow oil. Data for Compound 362: Rf=0.45 (silica gel, 
25% EtOAc:hex); *H NMR (400 MHz, acetone-d6) 7.83(d, J = 8.5, 1 H), 7.68 (d, 7= 8.5, 
1 H), 7.35 (m, 1 H), 7.15 (m. 1 H), 7.04 (m, 3 H), 6.90 (d, J = 8.5 H. 1 H), 6.87 (d,7 = 8.5, 1 
H), 5.61 (s, 1 H). 5.57 (s. 1 H). 2.23 (s. 3 H), 1.32 (brs, 6 H). 
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^1_2.-rahvdro-S-f2-methv1benzvlidene^ ^ 

fOimprnind 363. struc ture dS of Scheme XHI. where R»=R2=H. R3=2-methvlphenvn 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from a-chloro-o- 
5 xylene (0.20 ml, 1 .6 mmol) and Compound 159 (1 5 mg, 0.05 mmol) to afford 1 5 mg (76%) 
of Compound 363 as a yellow oil. Data for Compound 363: Rf=0.45 (silica gel, 25% 
EtOAcrhex); *H NMR (400 MHz, acetone-d6) 8.22(d, / = 8.5, 1 H), 7.82 (d, J = 8.5, 1 H). 
7.64 (d, J = 8.5, 1 H), 7.26 to 7.04 (m, 6 H), 6.83 (d, J = 8.5, 1 H), 5.94 (s, 1 H), 5.54 (s, 1 
H). 2.28 (s, 3 H). 2. 1 5 (s. 3 H). 1 .25 (brs, 6 H). 

EXAMPLE 264 

fZW1.2.-rahvdro-5-(2 .4.6-trimethvlte^^ 

feuinoline (Compound 364. structure 45 of Scheme XIII. where R*=r2=H. r3=2.4.6- 
trimethvlphenvn 

1 5 This compound was prepared by General Method 6 (EXAMPLE 1 1 9) from a- 

chloroisodurene (0.50 g, 3.0 mmol) and Compound 159 (30 mg. 0.10 mmol) to afford 20 
mg (50%) of Compound 364 as a yellow oil. Data for Compound 364: Rf=0.40 (silica gel, 
25% EtOAc:hex); *H NMR (400 MHz, CDCI3) 7.65 (d, 7= 8.5. 1 H), 7.51 (d. /= 8.5. 1 
H). 7.15 (t. J - 8.5. 1 H), 6.93 (t, J = 8.5. 1 H). 6.88 (s. 2 H). 6.80 (d. J = 8 J. 1 H). 6.65 (d. 

20 J = 8.5. 1 H), 5.69 (s. 1 H), 5.50 (s, 1 H). 3.73 (brs, 1 H), 2.28 (s. 6 H), 2.26 (s, 3 H). 2.16 (s, 
3H). 1.45 (brs, 6 H). 

EXAMPLE 265 

fZW9-Chloro-5-(2.5wiifluorobenzv1ideneyi.2.4ih^ 
25 nquinoline fComponnd 365. structure 45 of Schem e XHI. where R*=H. R3=C1. R 3 =2.5- 
difluorophenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(40 mg, 0.123 mmol) and a-bromo-2.5-difluorotoluene (414 mg, 2.0 mmol) to afford 10 mg 
(19%) of Compound 365 as a yellow oil. Data for Compound 365: *H NMR (400 MHz, 
30 acetone-d6) 8.05 (m, 1H), 7.87 (s,lH). 7.72 (d, J = 8.5, 1H). 7.26 (m, 1H). 7.19 (m, 1H). 
7.06 (m, 1H), 6.90 (d, J = 8.5, 1H). 5.94 (s, 1H), 5.57 (s. 1H), 2.1 1 (s. 3H). 1.32 (br s. 6H). 
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EXAMPLE 266 

(^5-Pensv»d CT e-^h)oro-l^^ 

(Compound 366, Structure 45 of Scheme XIII where Rl=H r^i, R 3 =T , hffnv i ) 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(40 mg, 0.123 mmol) and benzyl magnesium chloride (614 jxL, 0.614 mmol, 1M. Aldrich) 
to afford 10 mg (20%) of Compound 366 as a yellow oil. Data for Compound 366: *H 
NMR (400 MHz, acetone-d 6 ) 7.83 (d, J =2.3, 1H), 7.81 (m. 2H), 7.67 (d, / = 8.4, 1H), 7.39 
(m, 2H), 7.21 (m, 3H), 6.84 (d, J = 8.5, 1H), 5.71 (s, 1H), 2.10 (s, 3H), 1.34 (br s, 6H). 

EXAMPLE 267 

(Z)-9-Chlora.l,?^,h Y rirp-2.2.4^ 

flquinoline (Compound 367. structure 45 of Scheme X ffl, whem Rl=H. R2=C1. r3 =7 . 
methvlnhftnyh 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(50 mg, 0.154 mmol) and tx-chloro-o-xylene (345 mg, 2.46 mmol) to afford 14 mg (22%) of 
Compound 366 as a yellow oil. Data for Compound 366: 1h NMR (400 MHz, acetone-d 6 ) 
7.85 (d, J = 2.5, 1H), 7.66 (d, /= 8.5. 1H), 7.17 (m, 2H), 7.1 1 (m. 2H). 6.80 (d, J = 8.5, 2H), 
6.55 (s. IH).5.73(s, lH).4.98 (s, 1H), 2.19 (s, 3H), 1 .29 (br s, 3H). 1.21 (s. 3H). 

EXAMPLE UB*. 
f^5-B^ZYlidene-9^.hloro-1.2^ihvdro-2.2^^^ 

(Compound 368. structure 95 of Scheme YYVT wfrq re R 1 -2 = r4-6 = r9 = h. R7 = R8 =mpfhy | 
Rl0=phenvh 

25 This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 313 
(25 mg, 0.080 mmol) and benzyl magnesium chloride (0.802 mL, 0.802 mmol, 1 M solution 
in ether, Aldrich) to afford 5 mg (16%) of Compound 368 as a yellow oil. Data for 
Compound 368: *H NMR (400 MHz, ac*tone-d6) 7.86 (d, 7=7.1, 1H),7.79 (d,y = 2.2, 
1H). 7.63 (d. J = 8.5, 1H). 7.40 (m, 2H), 7.20 (m, 4H), 6.89 (d, J = 8.6, 1 H), 6.78 (d, J = 8.4. 

30 1H). 5.99 (s, 1H). 5.70 (d, J = 8.3. 1H). 1 .37 (s. 6H). 
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EXAMPLE 269 

fZV-9-ChlQTO-S-f 2-fluorobenzvlideneV 1 .2-di hvdrp-2.2.4-trimethvl-5g-chromenor3.4- 
flgninoline f Compound 369. structure 45 of Sch eme XIII. where R ] =H. r2=C1. r3=2- 
5 fluorophenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(40 mg, 0.123 mmol) and 2-fluorobenzylbromide (160 mg, 0.860 mmol) to afford 9 mg 
(18%) of Compound 369 as a yellow oil. Date for Compound 369: *H NMR (400 MHz, 
acetone-d6) 8.32 (m. 1H). 7.84 (d, /= 1.7. 1H), 7.69 (d, 7 = 8.5, 1H), ?.26 (m, 2H). 7.20 (d, 
10 J = 3.0, 1H), 7.18 (m,2H), 6.87 (d, J= 8.5, lH).5.97(s, lH).5.57(s. 1H),2.11 (s,3H). 
1.33(brs,6H). 

EXAMPLE 270 

fZV-9-Chloro-5-(3-fluorobenzvlid eneV 1 .2-dihvdro.2^.4-trimethvl-5W-chromenor3.4> 
15 flouinoline (Compound 370. structure 45 of Scheme ML where R*=H. R^=C1. R 3 =3- 
fluorophenvO 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 209 
(38 mg, 0.12 mmol) and 3-fluorobenzyl chloride (0.23 mL, 1.9 mmol) to afford 20 mg 
(42%) of Compound 370 as a yellow oil. Data for Compound 370: *H NMR (400 MHz. 
20 acetone-d6) 7.85 (d, J = 2.3, 1 H). 7.69 (d, J = 8.5, 1 H), 7.66 (m, 1H), 7.52 (d, J = 7.7, 1 H), 
7.41 (m. 1H). 7.25 (m, 2H), 7.01 (m, 1H), 6.87 (d.7 = 8.4, 1H), 5.73 (s, 1H), 5.57 (d, J = 
1.2, 1H), 1 .45-1 .35 (br d, 6H). The C(4) methyl is obscured by the acetone multiplet. 

EXAMPLE 271 

25 (£yZ)-5-Benzvlidene-9-fluoro-1.2-dihvdro-2.2.4-trime 

f Compound 371. structure 45 of Scheme XHI. where R ] =H. r2=f. R3=phenvn 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 207 
(79 mg, 0.25 mmol) and 1.0 M benzylmagnesium chloride in Et20 (Aldrich) to afford 20 
mg ( 19%) of Compound 371 as a yellow oil, as a 2: 1 2JE mixture. Data for Compound (Z> 

30 371: *H NMR (400 MHz. acetone-d6) 7.80 (d, J - 7.7, 1H), 7.6 (m, 2H), 7 39 (t, J = 7.8, 
1H). 7.23 (m, 2H), 7.15 (m, 1H), 7.08 (m, 1H), 6.95 (m, 1H), 6.83 (dd, /= 8.4, 2.8. 1H), 
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5.70 (s. 1H). 5.55 (d, 7= 1.2. 1H). 2.10 (s. 3H). 1.35-1.25 (br d, 6H). Tbe characteristic 
signals for (£)-371 arc: 6.53 (s. 1H), 5.04 (s. 1H). 1.94 (d, 7 = 1.2, 3H). 1.33 (s. 3H), 1.00 



10 



15 



20 



25 



30 



(s, 3H). 



EXAMPLE 277. 

^5.Benz V liden ff .8-fh,orM ?^ 

(Compound 372, structure 4S of Schcm* vm ^wr1=f p2 -» pS.^^ 
This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 208 
(55 mg, 0.18 mmol) and 1.0 M benzylmagncsium chloride in Et 2 0 (Aldrich) to afford 1 1 
mg(17%)ofCompound372asaycllowoil. Data for Compound 372: lHNMR(4O0 
MHz, acetone-d6) 7.86 (dd, 7 = 8.7, 6.2, 1H). 7.80 (d. 7 = 7.6. 2H), 7.61 (d,7=84 1H) 
7.40 (app t. 7= 7.8. 2H). 7.20 (m, 1H), 7.05 (m, 1H). 6.86 (m. 1H), 6.83 (d. 7 = 8 4 1H)' 
5.71 (s. lH),5.55(d.7 = 1.1, 1H),2.11 (s,3H), 1 .40 (br s. 6H). 

EXAMPLE 273 

^^^^ 

This compound was prepared by General Method 6 (EXAMPLE 1 19) Z m CompTJ 314 
(55 mg, 0. 18 mmol) and 1.0 M benzylmagnesium chloride in E^O (Aldrich) to afford 1 1 
mg (17%) of Compound 373 as a yellow oil. Data for Compound 373: 1 H NMR (400 
MHz. acetone^) 7.79 (d. 7 = 7.6. 2H). 7.53 (d, 7 = 8.5. 1 H), 7.4-7.2 (m, 5H), 6.84 (m. 2H), 
5.67 (s, 1H). 5.55 (s, 1H), 3.82 (s, 3H). 2.1 1 (s. 3H), 1.35-1.30 (br s, 6H). 

EXAMPLE Yl± 

(2>9-Fi„ or o.i fcdjhjafagg^^^ r 

flquipo)inefromppu n d374,stn,rn,T 1 ,45ofS ri ,«, r aTF i, wh ^ pU H P 2- %rnT ~ 
methvlph^Y') ~~ 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 207 
(34 mg, 0.11 mmol) and freshly prepared 1.0 M 2-methylbenzyl magnesium chloride in 
Et 2 Q to afford 30 mg (70%) of Compound 374 as a yellow oil. Data for Compound 374- 
H NMR (400 MHz, acetone-d 6 ) 8.20 (d, 7= 7.9. 1H). 7.64 (d. 7= 8.5. 1H), 7.58 (dd. 7 = 
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10.0, 2.9, 1H), 7.26 (app t, 7= 7.6. 1H), 7.19 (d, 7= 7.4, 1H), 7.14 (m, 2H), 6.94 (m, 1H). 
6.84 (d, 7 = 8.5. 1H), 5.95 (s. 1 H), 5.55 (d, 7 = 1 . 1 . 1 H), 2.28 (s, 3H), 2. 1 4 (d, 7 = 1 . 1 . 3H). 
1.35-1.30 (brs,6H). 

5 EXAMPLE 275 

fZl-8-Fluoro- 1 .2-dihv dro-2.2.4-trirnethvl-5-( 2-methvlbenzvlideneV5g-chromenor3.4- 
flouinoline (Compou nd 375. structure 45 of Scheme XIII. where R'=fluoro. r2=H. R 3 =2- 
methylphcnyl) 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 208 
10 (31 mg, 0. 1 0 mmol) and freshly prepared 1 .0 M 2-methylbenzyl magnesium chloride in 
Et20 to afford 32 mg (80%) of Compound 375 as a yellow oil. Data for Compound 375: 
lHNMR(400MHz,acetone-d6) 8. 1 9 (d, 7=7.9, lH).7.86(dd,7=8.8.4.2, 1H),7.61 (d, 
7 = 8.5, 1H), 7.28 (app t,7 = 7.6, lH),7.20(d,7 = 6.9, 1H), 7.15(m, 1H). 6.94 (dd, 7 =9.6, 
2.7, 1H), 6.86 (m, 2H), 5.97 (s, 1H). 5.55 (d, 7= 1.2, 1H), 2.28 (s, 3H), 2.14 (s, 3H), 1.35 
15 (brs,6H). 

EXAMPLE 276 
(ZM^-Dihvdro-9-memoxv-2.2.4-trimewvl-5-(2-n^^ 

flouinoline (Compound 376. structure 45 of Scheme XIII. where Rl=H. R2=methoxv. 

20 R3=2-methvlphenvn 

This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 314 
(55 mg, 0.18 mmol) and 1.0 M benzyimagnesium chloride in Et20 (Aldrich) to afford 1 1 
mg (17%) of Compound 373 as a yellow oil. Data for Compound 373: *H NMR (400 
MHz, acetone-d6) 8.23 (d, 7 = 7.8, 1H), 7.64 (d, 7= 8.5, 1H). 7.37 (m, 1H), 7.30 (m, 1H), 

25 7.15(m,2H),7.04(d,7 = 8.6. 1H), 6.82 (d,7= 8.4, 1H),6.77 (dd, 7= 8.6, 3.0, lH),5.92(s, 
1H), 5.53 (d, 7= 1.2, 1H). 3.82 (s. 3H). 2.27 (s. 3H). 2.14 (s. 3H), 1.35 (br s, 6H). 

EXAMPLE 277 

(ZWS-Benzvlidene-9-fluoro- 1 ,2-dihvdro-2.2.4. 1 1 -tetramethvl-5g-chromenol3.4-flquinoline 
30 (Compound 377. structure 95 of Scheme X XVI. where r1-2=r4=r6=h. R 3 =F. r5=r7- 
Q =methvl.RlO=phenvn 
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This compound was prepared by General Method 6 (EXAMPLE 1 19) from Compound 315 
(28 mg, 0.087 mmol) and 1.0 M benzylmagnesium chloride in Et20 (Aldrich) to afford 19 
mg (56%) of Compound 377 as a yellow foam. Data for Compound 377: *H NMR (400 
MHz, acetone-d6) 7.79 (d, J = 7.6, 2H), 6.63 (dd, J = 1 1 .4, 2.9, 1 H), 7.39 (app t. / = 7.8, 
5 2H), 7.25 (m.2H), 6.97 (m. lH),6.68(s. lH),5.74(s. 1H), 5.52 (d, J = 1.2, 1H).2.61 (s, 
3H), 1 .97 (s, 3H). 1 .33 (br s, 6H). 

EXAMPLE 278 
(/y^-5-(4-C^mnhenvlM.2.3.4-tetrahv^ 
10 quinolinone (Compound 378. structure 97 of Scheme XXVII. when- R=4-chlo m ph e n Y t) 
To a solution of Compound 164 (EXAMPLE 64) (220 mg, 0.6 mmol) in 6 mL of THF at - 
78 °C was added 1.6 M n-BuLi hexane solution (1 mL, 1.6 mmol), followed by di-r-butyl 
dicarbonate (0.7 g, 3.2 mmol) in 2 mL of THF. The reaction mixture was warmed to rt and 
stirred for 15 h, then was quenched with 2% NaOH aqueous solution. The mixture was 
1 5 extracted with EtOAc (2 x 30 mL) and was concentrated. Chromatography of the crude 
residue on a silica gel-column using 10 % EtOAc/hexane as solvent afforded the N-Boc 
Compound 164 (87 mg) in 30 % yield in addition to 60 % of the starting material (132 mg). 
The N-Boc material (40 mg, 0.082 mmol) in methanol (20 mL) at -78 °C was treated with 
O3 for 3 min and then with methyl sulfide (0.5 mL) for 30 min. Removal of solvent and 
20 chromatography of the crude mixture afforded a colorless oil, which was treated with excess 
TFA (0.5 mL) in 1 mL of CH2CI2 for 60 min. The reaction was quenched with 2% NaOH 
(5 mL) and was extracted with EtOAc (2 x 30 mL). Removal of the solvent and 
chromatography again provided 15 mg (47%) of Compound 378 as a yellow oil. Data for 
Compound 378: lH NMR (400 MHz, acetone-d6) 7.86 (d, J = 8.8, 1 H), 7.61 (d,/ = 7.7, 1 
25 H). 7.40 (s, 1 H), 7.04 (t, J = 7.7. I H), 6.99 (d, J = 8.8, 1 H), 6.90 (t. J = 7.7. 1 H), 6.82 (d, 
J = 7.7, 1 H). 6.38 (bs, 1 H). 2.65 (d, J = 15.2. 1 H), 2.44 (d, 7= 15.2, 1 H), 1.97 (s, 3 H). 
1.37 (s, 3 H), 1.27 (s. 3 H). 
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EXAMPLE 279 

( fl/SV5-(4-Chlorophenvl V 1 .2 .3.4-tetrahvdro-2.2 33-tetramethvl-5#-chromenor3.4-fl-4- 
ouinolinone (Compound 379. structure 98 of Scheme XXVIIL where R=4-chlorophenvl. 
fil=methy)) 

5 To a suspension of 40% NaH in mineral oil (10 mg, 0.25 mmol) in THF (1 mL) was added a 
solution of (R/Sy I -(r-butoxycarbonyl)-5-(4-chlorophenyl)- 1 ,2,3,4-tetrahy dro-2,2-dimethyl- 
5//-chromeno[3,4-y]-4-quinolinone (structure 96 of Scheme XXVIII, where R=4- 
chlorophenyl, R , =methyl) (10 mg, 0.02 mmol) and excess Mel (0.1 mL). The reaction was 
stirred at rt for 2 h and was quenched with water (1 mL), and extracted with EtOAc (2x5 

10 mL). Removal of solvent provided the crude mixture, which was treated with TFA (0.2 mL) 
in dichloromethane ( I mL) for 60 min. Chromatography of the crude mixture on a silica gel 
column using 15 % EtOAc/Hexane as solvent afforded 6.5 mg (78%) of Compound 379 as a 
colorless oil. Data for Compound 379: *H NMR (400 MHz, CDCI3) 7.73 (d, J = 8.7, 1 H), 
7.49 (d, J = 7.7, 1 H), 7.30 (s, 1 H), 7. 1 3 (s, 4 H), 7.04 (t f J = 7.7, 1 H), 6.91 (t t J = 7.7, 1 H), 

1 5 6.83 (d, J = 7.7, 1 H), 6.7 1 (d, J = 8.7, 1 H), 4.28 (s, 1 H), 1 .29 (s, 3 H), 1 .20 (s, 3 H), 1.13 
(s,3H), 1.03 (s,3H). 

EXAMPLE 280 

(i?/S>S-(4-ailorophenvlM 

20 (Compound 380. structure 1 A of Scheme XXIX. where R=4-chlorophenvn 

To a solution of Compound 379 (EXAMPLE 279) (10 mg, 0.025 mmol) in toluene (1 mL) 
at -78 °C was added 0.5 M DIBAL toluene solution (0.1 mL, 0.05 mmol) and the resulting 
mixture was wanned up to rt. The reaction mixture was quenched with water (1 mL) and 
was extracted with EtOAc (2x5 mL). Removal of solvent and chromatography of the 

25 mixture on a silica gel column afforded 6.8 mg (70%) of 5-(4-chlorophenyl)-l ^.3,4- 

tetrahydro-4-hydroxy-2,2-dimethyl-5/fK:hromeno[3,4-/]quinoline as a colorless oil, which 
was treated in dichloromethane (1 mL) with a catalytic amount of TsOH for 3 h to provide 
4. 1 mg (63%) of Compound 380 as a colorless oil. Data for Compound 380: *H NMR 
(400 MHz, acetone-d6) 7.60 (d, J = 7.7, 1 H), 7.52 (d, J = 8.5, 1 H), 7.27 (d, J = 8.6, 2 H), 

30 7.25 (d, J = 8.6, 2 H), 7.01 (t, J = 7.7, 1 H), 6.89 (t, J = 7.7 Hz,l H), 6.81 (d, / = 7.7, 1 H), 
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6.67 (d. 7 = 8.5. 1 H), 6.57 (s. 1 H), 6.33 (d. 7 = 1 0.0. 1 H). 5.57 (d, 7 = 10.0. 1 H). 5.55 (bs. 
1 H), 1.32 (s, 3 H), 1.30 (s, 3 H). 



EXAMPLE 2fi1 

5 (+HftM/,5/h5-(4-Caio ro p^^ 

quipolinone (Compound 3 81 , structure 53 of Scheme XV. wh^ R=^h\n mp u^ 
R^R^H) 

This compound (0.7 mg) was prepared by HPLC separation of the enantiomers of 
Compound 381 by a chiral column. Chiracel OD-R, using a 9:1 mixture of methanol and 
0 water as mobile phase. The optical purity of Compound 381 was determined by HPLC to be 
>90%e.e.;[aj20 D = + j 0 , (MeOH). 



EXAMPLE 2X1 

15 q»'"o)'none (Compound 382 stn.rn.re S3 of Srh» m » v y, whftm R^cJ tozbsmdL 
R»=r2=H) 

This compound ( 1 .5 mg)was prepared by HPLC separation of the enantiomers of 
Compound 235 by a chiral column. Chiracel OD-R. using a 9: 1 mixture of methanol and 
water as mobile phase. The optical purity of Compound 382 was determined by HPLC to be 
20 68% e.e.; [a^Op = . 63 (MeOH). 

EXAMPLE MS 

(*/5>S-f4^ or nphrnYlH.2.3.^^ 

qujpoljnpne (Compound 383. structure 4A of Schema YYTY where g^gjilorophenyj] 
This compound (0.63 mg, 3%) was prepared in a manner similar to that described for 
Compound 234 (EXAMPLE 1 34) from Compound 380 (EXAMPLE 280) as a colorless oil. 
The major product (41 «) was Compound 378 (EXAMPLE 278). Data for Compound 383: 
1H NMR (400 MHz. CDC1 3 ) 7.62 (d, 7=8.3. 1 H), 7.60 (d, 7 = 7.7, 1 H).7.17(d,7 = 8.6. 
2H). 7.09 (d,7=8.6,2H), 7.06 (t,7 = 7.7, 1 H), 6.94 (t, 7 = 7.7, 1 H), 6.83-6.80 (m, 2 H), 
30 6.26 (s, 1 H). 3.88 (bs. 1 H), 3.55 (d, 7= 20.0, 1 H), 3.1 1 (d, 7= 10.0. 1 H). 1.33 (s. 3 H). 
1.32 (s. 3 H). 
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f*/SV3-( 3-Fluorobenzvl V5-( 3-fluorobenzvli denel 1 .2.3.4-tetr^vdro -3-hvdroxv-2.2.4- 
trimethv1-5^-chromenor3.4-fl guinoHne ( Compound 384. structure 8A of Sche me XXX. 
where R1=R2=H. R3=3-fluorophenv» 
5 r/y^L2J.4-Teti^vdro-2.2.^^ f structure 7A of 

Scheme XXX. where r1=r2=H) . This compound was prepared by the same Boc- 
protection/hydroboration/oxidation/deprotection procedure as described in the synthesis of 
Compound 234 (EXAMPLE 134) from Compound 159 (EXAMPLE 59) (440 mg, 2.0 
mmol) to afford 98 mg (16%) of (/W5)-1^3.4-teo^ydn>-2,2 > 4-trimethylcoumarino[3,4-yi-3- 
10 quinolinone as a yellowish oil. Data for (R/Sy 1,2,3 ,4-tetrahydro-2,2,4- 

trimethylcoumarino[3,4-y]-3-qutnoIinone: *«[ NMR (400 MHz, CDCI3) 7.95 (d, J = 8.6, 2 
H), 7.38 (t. 7=8.2, 1 H), 7.31-7.24 (m, 2 H), 7.16 (d, J= 8 J, 1 H), 5.29 (q, J = 7.4, 1 H), 
3.94 (bs, 1 H), 1 -56 (s, 3 H), 1 .48 (d, J m 7.4, 3 H), 1 .22 (s, 3 H). 

15 f/?/tt-3-G-Flu orobenzvlV5-(3-flu^ 

trimethvl-5//-chromenor3.4-flquinoline (Compound 384. structure 8A of Scheme XXX. 
where R1=R2=H. R3=3-fluorophenvl) To a solution of (/VS)-h2,3,4-tetrahydro-2,2,4- 
trimethylcoumarino[3,4rf-3-quinolinone (3 mg, 0.01 mmol) in ether (3 mL) at rt was added 
the freshly prepared a 0.5 M 3-fluorobenzylmagnisium chloride ether solution (0.5 mL, 0.25 

20 mmol) and the resulting mixture was stirred at rt for 2 h, then was quenched with water (5 
mL). The mixture was extracted with EtOAc (2x5 mL) and-was concentrated and purified 
by silica gel chromatography to afford the intermediate, which was treated with TsOH (5 
mg) in dichloromethane (1 mL) for 60 min. The reaction was quenched with 2% NaOH (5 
mL) and was extracted with EtOAc (2x5 mL). Removal of solvent and chromatography of 

25 the mixture afforded 3.0 mg (59%) of Compound 384 as a colorless oil. Data for 

Compound 384: *H NMR (400 MHz, CDCI3) 7.71 (d, J = 7.8, 1 H), 7.63 (d, J = 1 1 .0, 1 
H),7.51 (d, 7 = 8.4, 1 H), 7.40 (d, 7 = 7.8, 1 H),7.33 (td, 7 = 7.8, 6.2, 1 H), 7.28-7.18 (m, 3 
H), 7.13-6.92 (m, 5 H), 6.65 (d, 7 = 8.3, 1 H), 5.89 (s, 1 H), 3.73 (q, 7 = 6.8, 1 H), 3.66 (s, 1 
H), 3.08 (d, 7 = 14.2, 1 H), 2.97 (d, 7 = 14.2, 1 H), 2.79 (s, 1 H), 1 .33 (s, 3 H), 1 .29 (d, 7 = 

30 6.8, 3 H), 1.18 (s, 3 H). 
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10 



EXAMPLE 285 

(/y^-3,5-Dibutvl-1.23.4-tetrahvdro-3-hvdroxv-2 , 2.4.trim e thvl-5gH:hrom e nnr^^ 
flquinoline (Compound 385. structure 9A of Sc heme XXXI. where R»=r2 =H . R^hmyft 
To a solution of (R/S)- 1,2,3, 4-tetrahydro-2^,4-trimcthylcouir^no[3,4-y]-3^tnoIinone 
(EXAMPLE 284) (4 mg, 0.01 mmol) in ether (3 mL) at it was added 1 .6 M n-BuLi hexane 
solution (0.05 mL, 0.08 mmol) and the resulting mixture was stirred at rt for 2 h, then was 
quenched with water (5 mL). The mixture was extracted with EtOAc (2 x 5 mL) and was 
concentrated and purified by silica gel chromatography to afford the intermediate, which 
was treated with Et3SiH (0.05 mL) and TFA (0.05 mL) in dichloromethane (1 mL) for 60 
min. The reaction was quenched with 2% NaOH (5 mL) and was extracted with EtOAc (2 x 
5 mL). Removal of solvent and chromatography of the mixture afforded 0.8 mg (20%) of 
Compound 385 as a colorless oil. The relative stereochemistry of this compound was not 
determined. Data for Compound '385: *H NMR (400 MHz, CDCI3) 7.61 (d, 7=7.8, 1 H), 
7.44 (d, J = 8.3Hz, 1 H). 7. 14 (t, J = 7.8, 1 H), 6.98 (t, J = 7.8, 1 H). 6.94 (d. / = 7.8, 1 H), 
15 6.53 (d. J = 8.3, 1 H), 5.53 (dd. J- 10.3. 3.5, 1 H), 3.42 (bs, 1 H). 2.94 (q, J = 7.0, 1 H), 
2.65 (s, 1 H), 1.88-1.63 (m. 2 H), 1.53-1.22 (m, 10 H), 1.44 (d. J = 7.0. 3 H). 1.33 (s. 3 H), 
1.08 (s, 3 H), 0.94 (t, J = 7.2, 3 H), 0.87 (t, J = 7.2, 3 H). 

EXAMPLE 2X6 

20 (TO-5-ButY|-l , 2,3 t 4-tct ra hY^ 

(Compound 386, stmrmre 10A or 11 A of Scheme YY XII. where R^R^h. RS^.hnfyl) 
To a solution of (Wl^butoxycarbonyl-l,2,3,4-tetrahy^ 

/|-3-quinolinone (structure 6A of Scheme XXX, where R1=r2=H. an intermediate from 
EXAMPLE 284) (4 mg, 0.012 mmol) in THF (1 mL) at -78 °C was added 1.6M n-BuLi 
hexane solution (0.016 mL. 0.024 mmol) and the resulting mixture was warmed up slowly 
to -20 °C, then was quenched with water (0.5 mL). Removal of solvent provided the crude 
product, which was treated with TFA (0.05 mL, 0.65 mmol) and Et 3 SiH (0. 1 mL, 0.65 
mmol) in dichloromethane (1 mL) for 60 min. The reaction was quenched with 2% NaOH 
(2 mL) and was extracted with EtOAc (2x5 mL). Removal of solvent and chromatography 
30 of the residue afforded 0.7 mg (17%) of Compound 386 as a colorless oil. The relative 
stereochemistry of Compound 386 was not determined Data for Compound 386: *H 
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NMR (400 MHz, CDCI3) 7.63 (d, J = 7.7, 1 H), 7.51 (d, J = 8.2, 1 H), 7.16 (t, 7 = 7.7, 1 H), 
7.01 (t, .7 = 7.7, 1 H), 6.96 (d, 7 = 7.7. 1 H), 6.74 (d, 7 m 8.2, 1 H), 5.32 (dd, 7 = 10.1 and 1.0, 
1 H). 3.66 (q, 7 = 7.2, 1 H), 1.98-1.90 (m, 1 H), 1.58-1.18 (m, 5 H), 1.48 (s, 3 H), 1.44 (d, 7 
= 7.2, 3 H), 1 .20 (s, 3 H), 0.89 (t, 7 = 7.3. 3 H). 

5 

EXAMPLE 287 

f/?/.^/,5rM.2.3.4-Tetrahvdro-2.2 .4-trim^ 

(Compound 387. structure 18A of Scheme XXXTO. where r!=r2=H. R3=phenvn 
This compound, along with Compound 388 (EXAMPLE 288), was prepared by the same 

1 0 Boc-protection/hydroboration/oxidation/deprotection procedure as described in the synthesis 
of Compound 234 (EXAMPLE 1 34) from Compound 161 (EXAMPLE 6 1 ) (40 mg, 0. 1 1 
mmol). Compound 387 (4.0 mg, 1 0%) was obtained as a colorless oil. Data for Compound 
387: lH NMR (400 MHz, CDCI3) 7.59 (d, 7 = 8.3, 1 H), 7.57 (d, 7 = 7.6, 1 H), 7.21-7. 1 2 
(m, 5 H). 7.05 (t, 7 = 7.6, 1 H), 6.92 (t, 7 = 7.6, 1 H). 6.86 (d. 7 = 7.6. 1 H), 6.83 (d. 7 = 8.3, 

15 1 H), 6.37 (s, 1 H), 3.72 (bs, 1 H), 3.4 1 (q, 7 = 7.5, 1 H), 1 .50 (d, 7 = 7.5. 3 H), 1 .45 (s, 3 H), 
1.17 (s, 3 H). 

EXAMPLE 288 

(/?/5-4/.5»V1^.3.4-Tetrahvdro-2.2.4-trimethvl-5-phenyl-5//-chromenor3.4-/l-3-quinolinone 
20 (Compound 388. structure 17A of Scheme XXXIII. where r!=r2=H. R3=phenvh 

This compound, along with Compound 387 (EXAMPLE 287), was prepared by the same 
Boc-protection/hydroboration/oxidation/deprotection procedure as described in the synthesis 
of Compound 234 (EXAMPLE 134) from Compound 161 (EXAMPLE 61) (40 mg, 0.1 1 
mmol). Compound 388 (7.3 mg, 1 8%) was obtained as a white poweder. Data for 
25 Compound 388: mp 108-1 10 °C; IR (neat) 3358. 2972, 1720, 1473, 1292, 1213, 752; *H 
NMR (400 MHz, CDCI3) 7.66 (d, J = 7.7, 1 H), 7.64 (d, J = 8.2, 1 H), 7.20 (s, 5 H). 7.06 (t, 
J = 7.7, 1 H), 6.95 (t, J = 7.7, 1 H). 6.83 (d, J = 8.2, 1 H), 6.77 (d, J = 7.7. 1 H), 6.39 (s. 1 
H), 3.72 (bs. 1 H), 3.58 (q. J = 7.4, 1 H). 1 .44 (s. 3 H). 1.23 (s. 3 H), 0.80 (d. J = 7.4, 3 H); 
13c NMR (100 MHz. CDCI3) 214.4. 151.0. 143.2. 139.3. 131.1, 128.9. 128.8, 128.6, 
30 128.5, 123.4, 122.7, 122.2, 122.1, 122.0, 1 18.3, 1 16.6, 75.4, 60.2, 43.9, 28.1, 27.3, 16.3. 
Anal. (C25H23N02-3/4H20) C, H, N. 
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EXAMPLE 289 

(ZH/^5^3-FluombenzvlidcneV).2.3.4-teti^^ 

3-Quinolinone fCompound 38 9. structure 19A of Scheme XXXIV. where r1=r2=h. r3 = i. 
5 fluorophenvn 

To a solution of (^^l-/-butoxycaibonyl-1^3,4-teti^ydro-2^,4-trimethylcoumarino[3,4- 
/J-3-quinolinone (structure 6A of Scheme XXX, where Rl=R2=H t an intermediate from 
EXAMPLE 284) ( 10 mg, 0.025 mmol) in THF (1 mL) at -78 °C was added freshly prepared 
1 .0 M 3-fluorobenzylmagnesium bromide (0.06 mL, 0.06 mmol) and the reaction was 
1 0 slowly warmed up to rt and was quenched with water ( 1 mL). The mixture was extracted 
with EtOAc (2x5 mL) and was concentrated to provide the crude intermediate, which was 
treated with excess TFA (0.2 mL) in dichloromethane (1 mL) for 30 min and then quenched 
with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2x10 mL), concentrated 
and chromatographied to afford 6.0 mg (60%) of Compound 389 as a yellowish oil. Data 

15 for Compound 389: IR (neat) 3356. 1716, 1604, 1469. 1251; *H NMR (400 MHz. 

CDCI 3 ) 7.73 (d. 7 - 7.8. 1 H),7.70(d,7= 11.1, 1 H). 7.60 (d. 7 = 8.3, 1 H), 7.42 (d, 7 = 7.8. 
1 H). 7.3 1 (td. 7 = 8.0 and 6.2, 1 H). 7.22 (d, 7 = 8. 1 , 1 H), 7. 1 8 (d, 7 = 7.0, 1 H), 7.08 (t, 7 = 
7. 1 , 1 H), 6.94 (td, 7 = 8.4 and 2.4, 1 H), 6.85 (d. 7 = 8.3, 1 H). 5.87 (s. 1 H). 4.33 (q. 7 = 
7.3, 1 H), 3.78 (s, 1 H). 1.56 (d, 7 = 7.3, 3 H), 1.51 (s, 3 H), 1.24 (s, 3 H); ™C NMR (100 

20 MHz, CDCI3) 2.14.0. 162.4 (d. 7 = 244.0 Hz), 152.3, 147.0, 144.2, 137.2 (d, 7= 8.1 Hz), 
129.8 (d.7 1 8.8 Hz). 128.7. 128.0, 125.4, 124.2. 123.0, 122.6. 122.4, 121.9, 121.8, 1 18.1, 
1 16.5, 1 15.8 (d, 7= 23.1 Hz). 1 14.1. 1 13.8 (d. 7= 21.1 Hz). 60.1, 44.9, 27.7, 27.2, 17.4. A 
minor 1 .0 mg (<10%) product was also isolated and identified as (E)-{RJS}-5-(3- 
fluorobenzylidene)- 1 ,23,4-tetrahydro-2^,4-trimemyl-5/f-chromeno[3,4-/l-3-quinolinone; 

25 *H NMR (400 MHz, CDCI3) 7.78 (d, 7 = 7.9, 1 H), 7.70 (d, 7 = 8.7, 1 H). 7.67 (d. 7 = 10.2, 
1 H), 7.42(d.7 = 7.8, 1 H). 7.35-7.26 (m. 3 H), 7.21 (d,7 = 8.1, 1 H), 7.10 (t, 7= 8.2, 1 H). 
6.97 (td, 7 = 8.4 and 2.4. 1 H), 5.80 (s, 1 H), 4.28 (q, 7 = 7.3, 1 H), 3.55 (bs, 1 H), 1 .88 (s, 3 
H), 1.76 (d, 7= 7.3. 3 H), 1.33 (s, 3 H). 
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EXAMPLE 290 

(K/.y^/.6ttV1.23.4-T etnAvdi^ 

ouinolinone rComoound 390. structure 23A of Scheme XXXV. where R>=phenvm 
1 ^-Dihvd^^^trimethvl-lO-isocoumarinofS^flauinohne (Compound 21A. Scheme 
5 XXXV) This compound was prepared by General Method 8 (EXAMPLE 138) from 7- 
amino-3 ,4-benzocoumarin to afford l,2-dihydro-2,2,4-trimemyl-10-isocoumarino[3,4- 
/Iquinoline (150 mg, 0.52 mmol, 60%) as a yellow solid. Data for 1 ,2-dihydro-2,2,4- 
trimethyl-10-isocoumarino[3,4-/]quinoline: mp 197-199 °C; IR (KBr) 3350, 2960, 1711, 
1608, 1566, 1468 and 131 1 ; *H NMR (400 MHz, CDa3) 8.20 (d. J = 7.6. 1 H), 8.10 (d, J 
10 = 7.6, 1 H), 7.83 (d, J = 8.6, 1 H). 7.77 (t, J = 7.6, 1 H), 7.44 (t, / = 7.6, 1 H), 6.64 (d, J = 
8.6, 1 H), 5.88 (bs, 1 H), 5.38 (s, 1 H), 2.39 (s, 3 H), 1 .29 (s, 6 H); 13c NMR (100 MHz, 
CDCI3) 161.5, 149.6, 146.9, 136.6, 134.8, 130.4, 128.3, 126.6, 122.8, 120.8, 1 19.0, 1 1 1.1, 
109.6. 108.6, 51.7, 30.4, 23.6. 

15 1.2-Dihvdro-2.2.4-trimethvl-6-phenvl-5tf-isochromenor3.4-r1quinoline (structure 22A of 
Scheme XXXV. where R^gphenvH This compound was prepared by General Method 5 
(EXAMPLE 60) from l,2-dihydro-2^,4-trimethyl-10-isocoumarino[3,4-/Jquinoline (60 mg, 
0.20 mmol) and bromobenzene (157 mg, 1.0 mmol) to afford 60 mg (85%) as a colorless 
oil. Data for l,2-dmydro-2,2,4-trimethyl-6-phenyl-5W-isochromenot3,4-^quinoline: *H 

20 NMR (400 MHz, CDCI3) 7.60 (d, / = 7.7. 1 H), 7.44 (d, J = 8.3, 1 H), 7.43-7.30 (m. 7 H), 
7.10 (t, J = 7.7, 1 H), 6.73 (d, 7= 7.7, 1 H). 6.04 (s, 1 H). 5.22 (s. 1 H), 3.87 (bs, 1 H), 2.1 1 
(s. 3 H), 1 .26 (s. 3 H), 1 .23 (s, 3 H); J 3c NMR (100 MHz. CDCI3) 1 52.0. 146.3, 145.2, 
139.6, 132.9, 131.6, 129.3, 128.6, 128.4, 125.9, 125.6, 123.5, 121.2, 113.9. 111.2. 108.5, 
80.1,51.4,30.3, 30.1,23.5. 

25 

(R/S-4L6u\- 1 ^.3.4-Tetrahvdrc-2.2 .4-trimethvl-6-phenvl-Stf-isochromenor3.4-fl-3- 
quinolinone This compound was prepared by the same Boc- 

protection/hydroboration/oxidation/deprotection procedure as described in the synthesis of 
Compound 234 (EXAMPLE 134) from l,2-dihydro-2^,4-trimethyl-6-phenyl-5fl- 
30 isochromeno[3,4-/|qutnoline (30 mg, 0.085 mmol). Compound 390 (2.2 mg, 7%) was 
obtained as a colorless oil, along with xx mg (14%) of Compound 391 (EXAMPLE 291). 
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Data for Compound 390: *H NMR (400 MHz, CDCI3) 7.65 (d, / = 7.8, ] H), 7.49 (d, J = 
8.4, 1 H), 7.37 (t, J = 7.8, 1 H), 7.30 (s, 5 H), 7.19 (t, 7= 7.8, 1 H), 6.89 (d. J = 7.8. 1 H), 
6.38 (d, J =8.4, 1 H),6.14(s, 1 H), 3.83 (q, J = 7.5, 1 H). 3.67 (bs, 1 H), 1.41 (s,3H), 1.39 
(d,7 = 7.5,3H), 1.12 (s, 3 H). 

5 

EXAMPLE 291 

WS^.p7)-1.2.3,4-Tetrahvdrr>2.2.4-rt^ 

quinolinone fComoound 391. structure 24 A of Scheme XXXV. where Rl=nhen y l) 
Compound 391 (4.4 mg, 14%) was obtained as a colorless oil along with Compound 390 as 
10 described above (EXAMPLE 290). Data for Compound 391: IR (neat) 3358, 1 716, 1614, 
1471. 1439, 1030; *H NMR (400 MHz, CDCI3) 7.66 (d, / = 7.7, 1 H), 7.53 (d, 7 = 8.3, 1 
H), 7.35 (s. 5 H), 7.34 (t, J = 7.7, 1 H), 7.15 (t, J= 7.7, 1 H), 6.79 (d, J = 7.7, 1 H), 6.12 (s, 1 
H), 3.82 (q. J = 7.3, 1 H). 3.66 (bs, 1 H), 1.41 (s, 3 H), 1.23 (s, 3 H), 1.14 (d, J = 7.3, 3 H). 

15 EXAMPLE 292 

(^fl^5^en7ylidene)-1.2.3.4-tetrahvd^ 

quinolinone (Comnound 392, stru cture 19A of Scheme XXXIV. where r1=r2 =H| 
R3=ph e nvn 

To a solution of (^^l-/-butoxycarbonyl-U,3,4-teti^ydro-2,2,4-trimemylcoumarinor3,4- 
20 .fl-3-quinolinone (structure 6A of Scheme XXX, where R ' =R2=H, an intermediate from 
EXAMPLE 284) (10 mg, 0.025 mmol) in THF (1 mL) at -78 <>c was added 1 .0 M 
benzylmagnesium bromide (0.06 mL, 0.06 mmol) and the reaction was slowly warmed up to 
rt and was quenched with water (1 mL). The mixture was extracted with EtOAc (2x5 mL) 
and was concentrated to provide the crude intermediate, which was treated with excess TFA 
25 (0.2 mL) in dichloromethane (1 mL) for 30 min and then quenched with 5 % NaOH (5 mL). 
The mixture was extracted with EtOAc (2 x 10 mL), concentrated and chromatographied to 
afford 3.8 mg (40%) of Compound 392 as a colorless oil. Data for Compound 392: IR 
(neat) 3354, 1716, 1469. 1261, 1045; *H NMR (400 MHz, CDCI3) 7.81 (d, / = 7.3, 2 H), 
7.72(d,7=7.7, 1H). 7.59 (d,7 = 8.4. 1 H), 7.39 (t, 7= 7.3, 2 H), 7.24-7. 18 (m, 2 H), 7.17 
30 (d, /= 7.7, 1 H). 7.08 (t, J = 7.7. 1 H). 6.83 (d. J = 8.4. 1 H). 5.91 (s. 1 H). 4.37 (q, J* 7.3, 1 
H), 3.76 (s, 1 H), 1.57 (d. / = 7.3, 3 H). LSI (s. 3 H). 1.24 (s, 3 H); 13 C NMR (100 MHz. 
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CDCI3) 2.14.1, 152.7, 146.0, 144.2, 135.1, 129.5, 128.6, 128.5, 127.1, 124.2, 122.8, 122.4, 
122.2, 121.8, 121.7, 117.8. 116.5, 115.4,60.1.44.9.27.7.27.2, 17.4. 

EXAMPLE 293 

5 (K/.W/.5KV5-rt-FluoroDhenvlV1.2.3.4-t ^^ 

gninnlinnne (Compound 393. struct^ 17A of Scheme XXXTO. where R'=r2=H, R 3 =3- 
fluorophenvn 

This compound, along with Compound 394 (EXAMPLE 294), was prepared by the same 
Boc-protertionyhydroboration/oxidation/deprotection procedure as described in the synthesis 

10 of Compound 234 (EXAMPLE 134) from Compound 191 (EXAMPLE 91) (30 mg, 0.081 
mmol). Compound 393 (6.9 mg, 22%) was obtained as a colorless oil. Data for Compound 
393: IR (neat) 3356. 1719. 1602. 1487. 1288, 1209, 1028; *H NMR (400 MHz, CDCI3) 
7.66 (d, J = 7.7. 1 H), 7.64 (d, J = 8.3, 1 H). 7.19 (td, J = 7.9. 5.8. 1 H). 7.09-6.86 (m, 5 H). 
6.85 (d, J = 8.3. 1 H). 6.78 (d, J = 7.7. 1 H). 6.38 (s. 1 H). 3.72 (bs. 1 H). 3.58 (q. J = 7.4, 1 

15 H), 1 .44 (s, 3 H), 1.23 (s. 3 H), 0.87 (d, J = 7.4. 3 H); 13 C NMR (100 MHz, CDCI3) 214. 1 . 
162.9 (d, J =246.2). 150.7, 143.3, 141.8 (d. 7= 6.3), 130.4, 130.2, 130.1, 128.6, 124.6, 
123.3, 122.7, 122.4, 1 22.3 (d, J = 22.1), 118.3, 1 16.9, 1 15.8 (d, 7 = 21.4). 74.5, 60.2,43.9. 
28.1,27.3. 14.4. 

20 EXAMPLE 294 

f/?/.W/.5n-5-(3-Ruorophenviyi.2.3.4-teti^^ 

quinnlinone (Compound 394. structure 18A o f Scheme XXXIII. where R'=r3=H. R 3 =3- 
ftuorpphenyl) 

This compound, along with Compound 393 (EXAMPLE 293). was prepared by the same 
25 Boc-protection/hydroboration/oxidation/deprotection procedure as described in the synthesis 
of Compound 234 (EXAMPLE 134) from Compound 191 (EXAMPLE 91) (30 mg. 0.081 
mmol). Compound 394 (5.0 mg, 16%) was obtained as a colorless oil. Data for Compound 
394: IR (neat) 3356, 1719, 1608, 1473, 1288, 1209. 1039; *H NMR (400 MHz. CDCI3) 
7.60 (d, / = S3, 1 H), 7.58 (d. J = 7.7, 1 H). 7.15 (td, J = 7.9, 5.8, 1 H). 7.09 (t. J = 7.7, 1 
30 H). 6.97-80 (m. 6 H), 6.34 (s, 1 H), 3.73 (s, 1 H), 3.38 (q, J = 7.3, 1 H), 1.50 (d, J = 7.3, 3 
H), 1 .46 (s, 3 H), 1.19 (s. 3 H); ™C NMR (100 MHz. CDCI3) 213.2, 162.9 (d. J = 247), 
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150.8, 142.7, 141.6 (d. 7=6.4), 130.2, 130.1, 129.9, 128.5, 123.6, 122.8, 122.7, 122.4, 
122.2, 118.3, 116.8. 115.5 (d. 7 = 21.6), 114.9 (d, 7 = 22.6 Hz), 74.2, 60.1, 43.0, 27.3, 26.6. 
18.4. 

5 EXAMPLE 295 

(/W-4/.5/V1.2.3.4-Tetrahvdro-2^ 

chromenor3.4-fl-3-quinolinone (Compound 395. structure I8A of Scheme XXXTII. where 
RjsBg=a R 3 =3-ftriflHorom e thvn D h e nvn 

This compound, along with Compound 396 (EXAMPLE 396), was prepared by the same 
10 Boc-protection/hydroboration/oxidation/deprotection procedure as described in the synthesis 
of Compound 234 (EXAMPLE 134) from Compound 195 (EXAMPLE 95) (20 mg, 0.049 
mmol). Compound 395 (3.2 mg. 15%) was obtained as a colorless oil. Data for Compound 
395: IR (neat) 3354, 2926, 1720. 1607, 1473, 1211,1 126, 1074; lH NMR (400 MHz, 
CDC13) 7.61 (d, 7= 8.3. 1 H), 7.57 (d, 7= 7.7, 1 H), 7.42 (t, 7= 7.7, 1 H), 7.39 (s, 1 H). 
15 7 .38-7.30 (m, 2 H). 7.09 (t. 7 = 7.7, 1 H). 6.95 (d, 7 = 7.7, I H), 6.91 (d. 7 = 8.4, 1 H), 6.86 
(d, 7 = 8.3, 1 H), 6.39 (s. 1 H). 3.77 (s. 1 H). 3.37 (q, 7 = 7.3, 1 H), 1 .50 (d, 7 = 7.3. 3 H), 
1 .48 (s. 3 H), 1 .20 (s. 3 H); "C NMR (100 MHz, CDCI3) 213. 1 , 1 50.7. 142.8. 131.1. 
129.4. 129.1. 128.6. 125.4. 124.6, 123.0, 122.7, 122.6. 122.5. 122.2, 1 18.3, 1 17.0. 74.0, 
60.2,43.1,27.1,26.5,18.4. 

20 

EXAMPLE 29f» 

<R/S-4L5uY 1 .2.3.4-Tetrahvdro-2,2.4-triinethv1 -5-r3-f trifluoromethvnphenvn-SW- 
chromenor3.4-fl-3-ouinolinone (Compound 396. structure 17A of Scheme XXXITI whw* 
r1=r2= H R3 = Wtrifl uoromemvnnnenvn 

25 This compound, along with Compound 395 (EXAMPLE 395), was prepared by the same 

Boc-protecdorwhydroboration/oxidation/deprotection procedure as described in the synthesis 
of Compound 234 (EXAMPLE 134) from Compound 195 (EXAMPLE 95) (20 mg, 0.049 
mmol). Compound 396 (3.2 mg, 1 5%) was obtained as a colorless oil. Date for Compound 
396: IR (neat) 3356, 2928, 1718, 1602, 1330, 1126, 1074; *H NMR (400 MHz, CDCI3) 

30 7.67 (d, 7 = 8.3. 1 H). 7.65 (d, 7 = 7.7. 1 H). 7.52 (s. 1 H). 7.48 (m, 1 H), 7.35-7.30 (m, 2 H), 
7.08 (t, 7 = 7.7, 1 H), 6.98 (t, 7 = 7.7, 1 H). 6.88 (d, 7 = 8.3, 1 H), 6.78 (d, 7 = 7.7. 1 H). 6.43 
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(s. 1 H), 3.75 (s, 1 H), 3.57 (q. J = 7.4. 1 H), 1.45 (s, 3 H), 1 .24 (s, 3 H). 0.86 (d, J = 7.4, 3 
H); 13 C NMR (100 MHz. CDCI3) 214.0, 150.5, 143.3, 140.3, 132.1, 131.2 (q, J = 31.7), 
130.0, 129.1. 128.7, 125.7, 123.3. 122.7, 122.6, 122.5. 122.2, 118.3. 117.1,74.3,60.2,43.8. 
28.2, 27 3, 16.5. 

5 

EXAMPLE 297 

chromenor3.4-flQuino1ine (Comp ound 397. structure 26A of Scheme XXXVI. where 
r!=r2— h. RS^hloronhenvl. R4 = methvn 

10 To a solution of (^/S-3W«,5«)-5-(4-chlorophenyl)-l ^,3,4-tetrahydro-3-hydroxy-2^,4- 
trimethyl-5H-chromeno[3,4-/]quinoline (structure 14A of Scheme XXXIII, where 
r1=r2 = h, R3=4-chlorophenyl, an intermediate from EXAMPLE 135) (8 mg. 0.016 mmol) 
in DMF (0.5 mL) and excess Mel (0.5 mL) was added 60% NaH in mineral oil (10 mg, 0.25 
mmol). The resulting white slurry was stirred at rt for 2 h and was quenched with water (5 

15 mL). The mixture was extracted with EtOAc (2 x 10 mL) and was concentrated to give the 
crude product, which was treated with TFA (0.2 mL) in CH2CI2 ( 1 mL) for 60 min and was 
quenched with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2x10 mL), 
concentrated and was purified by silica gel chromatography to afford 5.0 mg (75%) of 
Compound 397 as a colorless oil. Data for Compound 397: *H NMR (400 MHz, CDCI3) 

20 7.53 (d, J = 7.7. 1 H). 7.48 (d, J = 8.4. 1 H). 7.12 (s. 4 H). 7.04 (t, J = 7.7, 1 H), 6.89 (t, J = 
7.7, 1 H). 6.87 (d, J = 7.7, 1 H), 6.63 (d, J = 8.4, 1 H), 6.48 (s, 1 H), 3.74 (bs, 1 H), 3.26 (s. 
3 H). 3.08 (d. J = 3.8, 1 H), 2.83 (qd, J = 7.3, 3.8, 1 H). 1 .52 (d, / = 7.3, 3 H), 1 .35 (s. 3 H), 
1.50 (s,3H). 

EXAMPLE 298 

25 fK/3-3Mu.5ZV5-f4^1orophenvlM.2.3.4-tetr^^ 

chromenof3.4-nouinnline (Compound 398. st ructure 25A of Scheme XXXVI. where 
r!=r2sH. R3=4-chlnm p hr,nvl. R4-m et hvl> 

To a solution of (/VS-3/.^50-5^4n:hlorophenyl)-ia3,4-tetjahydro-3-hydroxy-2^,4- 
trimethyl-5H-chromeno[3,4-/|quinoline (structure 13A of Scheme XXXHI, where 
30 r1=r2=h, R 3 =4-chlorophenyl, an intermediate from EXAMPLE 135) (8 mg, 0.016 mmol) 
in DMF (0.5 mL) and excess Mel (0.5 mL) was added 60% NaH in mineral oil (10 mg, 0.25 
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mmol). The resulting white slurry was stirred at rt for 2 h and was quenched with water (5 
mL). The mixture was extracted with EtOAc (2 x 10 mL) and was concentrated to give the 
crude product, which was treated with TFA (0.2 mL) in CH 2 C\ 2 (1 mL) for 60 min and was 
quenched with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2 x 10 mL), 
5 concentrated and was purified by silica gel chromatography to afford 4.7 mg (70%) of 
Compound 398 as a colorless oil. Data for Compound 398: *H NMR (400 MHz, CDCI3) 
7.55(d,7 = 7.7, 1 H), 7.47 (d. 7 = 8.4, 1 H). 7.16 (d, 7 = 8.7. 2 H), 7.12 (d. 7 = 8.7, 2 H), 
6.97(t.7 = 7.7. 1 H). 6.89(t,7 = 7.7, 1 H), 6.73 (d, 7= 7.7, 1 H). 6.68 (d, 7 = 8.4. 1 H), 6.34 
(s, 1 H), 3.65 (bs. 1 H), 3.53 (s. 3 H), 3.03 (s. 1 H), 3.02 (qd. 7 = 7.0, 0.8, 1 H), 1 .30 (s, 3 H) 
10 1.1 1 (s, 3 H), 0.88 (d, 7= 7.0, 3 H). 



25 



EXAMPLE 200 

£fiff=&i=JQ=fc(feCj^^ 

chromenor3,4-r1niiino Mn ft (Cnm™,** - wo. smictnr* IK A of s chBHM . YYYVi „,k.~ 
15 E 1=R2=H - R 3 =4-chlnmpfr ? n vl, R4 gpmpY i > -— 

To a solution of (/J/5-JA4«.5/)-5-(4s:h!o ro phenyl)- 1 ,2.3,4-tetrahydro-3-hydroxy-2.2.4- 
trimethyl-5J?-chromeno[3.4-y]quinoline (structure I3A of Scheme XXXHI, where 
R1=r2=h, RSz^chioropheny^ an intermediate from EXAMPLE 135) (7 mg, 0.014 mmol) 
in DMF (0.5 mL) and excess PrI (0.5 mL) was added 60% NaH i n mineral oil (10 mg, 0.25 
t0 mmol). The resulting white slurry was stirred at it for 2 h and was quenched with water (5 
mL). The mixture was extracted with EtOAc (2 x 10 mL) and was concentrated to give the 
crude product, which was treated with TFA (0.2 mL) in CH 2 CI 2 (1 mL) for 60 min and was 
quenched with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2 x 10 mL). 
concentrated and was purified by silica gel chromatography to afford 2.5 mg (40%) of 
Compound 399 as a colorless oil. Data for Compound 399: *H NMR (400 MHz, CDCI3) 
7.57(d.7 = 7.7. 1 H). 7.48 (d. 7= 8.4. 1 H). 7.16 (d, 7 = 8.6, 2 H). 7.12 (d. 7= 8.6. 2 H). 
6.99(t,7=7.7. 1 H), 6.89 (t, 7 = 7.7,1 H). 6.73 (d, 7 = 7.7. 1 H), 6.68 (d.7= 8.4, 1 H), 6.33 
(s. 1 H). 3.65 (bs. 1 H). 3.58 (m. 2 H). 3. 1 1 (d, 7 = 5.8. 1 H). 3.00 (qd, 7 = 7.0, 5.8. 1 H). 
1.65-1.50 (m. 2 H). 1.30 (s, 3 H). 1 .10 (s, 3 H). 0.93 (t, 7= 7.4, 3 H). 0.88 (d. 7= 7.0. 3 H). 
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EXAMPLE 300 

f/?/S-3/.4tt^y5-(4-Ch)o^ 

chromenof3~4-flouinoline ( Compound 400. stru cture 26A of Scheme XXXVI. where 
Rl=R2=H. R3=4-chlorophe nvL B^SBEgEgD 
To a solution of (/VS-J/,4«,5«)-5^4-chloro^^ 

trimethyI-5J/^hromeno[3,4-^quinoline (structure 14A of Scheme XXXIII, where 
R^R^H, R 3 =4-chlorophenyl, an intermediate from EXAMPLE 135) (8 mg, 0.016 mmol) 
in DMF (0.5 mL) and excess PrI (0.5 mL) was added 60% NaH in mineral oil (10 mg, 0.25 
mmol). The resulting white slurry was stirred at it for 2 h and was quenched with water (5 
mL). The mixture was extracted with EtOAc (2 x 10 mL) and was concentrated to give the 
crude product, which was treated with TFA (0.2 mL) in CH2CI2 (1 mL) for 60 min and was 
quenched with 5 % NaOH (5 mL). The mixture was extracted with EtOAc (2x10 mL), 
concentrated and was purified by silica gel chromatography to afford 2.5 mg (40%) of 
Compound 400 as a colorless oil. Data for Compound 400: *H NMR (400 MHz, CDCI3) 
7.54 (d, / = 7.7, 1 H), 7.48 (d, J = 8.4, 1 H), 7.12 (d, / = 8.6, 2 H), 7.09 (d, J = 8.6, 2 H), 
7.02 (t, J = 7.7, 1 H), 6.89 (t, J = 7.7. 1 H), 6.87 (d, / = 7.7, 1 H), 6.62 (d, J = 8.4, 1 H), 6.48 
(s, 1 H), 3.72 (bs, 1 H), 3.28 (m, 2 H), 3.16 (d,J = 4.0, 1 H), 2.78 (qd, J = 7.2, 4.0, 1 H), 
1.51 (d, J = 7.2, 3 H), 1.51-1.36 (m, 2 H), 1.34 (s, 3 H), 1.14 (s, 3 H), 0.80 (t, J = 7.4. 3 H). 

EXAMPLE 301 

f/?/S^/.5/V3-Benzenzvlidene -5^^ 

chromenof3.4-flquinoline (Compound 401. structure 27A of Scheme XXXVII. where 
Rl=R2=H. R3= 4^hlorophenvl. R 4 =ohenvn 

To a solution of Compound 234 (EXAMPLE 134) (35 mg, 0.086 mmol) in THF (4 mL) was 
added a 1 .0M ether solution of benzylmagnesium chloride (0.3 mL, 0.3 mmol) and the 
reaction was stirred at rt for 2 h. The reaction mixture was quenched with water (5 mL) and 
extracted with EtOAc (2x10 mL). Removal of solvent and chromatography of the crude 
residue afforded the adduct in 66% yield as a 8:1 mixture of two isomers. The adduct 
intermediate (8 mg, 0.016 mmol) and Burgess reagent (15 mg, 0.063 mmol) in benzene 
were heated at reflux for 2 h. Removal of solvent and purification of the mixture on a prep 
TLC plate using a 25% mixture of EtOAc/Hexane as solvent afforded 0.5 mg (7%) of 
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Compound 401 as a colorless oil. Data for Compound 401: *H NMR (400 MHz, CDCI 3 ) 
7.61 (d,7=7.7. 1 H),7.56(d.7 = 8.4, 1 H). 7.43 (1.7= 7.5. 2 H), 7.32 (1,7 = 7.7, 1 H),7.21 
(d, 7 = 7.6. 2 H). 7. 1 6 (d, 7 = 8.6, 2 H), 7.05-6.93 (m, 2 H), 6.96 (d, 7 = 8.6. 2 H), 6.72 (d. 7 
= 8.4, 1 H), 6.68 (d, 7 = 7.7. 1 H). 6.38 (s. 1 H). 6.05 (s. 1 H), 4.02 (q, 7 = 7.5, 1 H), 3.55 
5 (bs, 1 H). 1.52 (s, 3 H), 1.41 (s. 3 H). 0.84 (d, 7= 7.5, 3 H). 



EXAMPLE 

(*/fr^u>5-f4-^ 

qujnplinonE (Compound 407 structure 53 of Scheme XV. wfacjg. p 1= H . r2— finom t>-a_ 
10 chlorophenvl) 

This compound (2.2 mg, 4%) was prepared in a manner similar to that described for the 

preparation of Compound 234 (EXAMPLE 134) from Compound 214 (EXAMPLE 1 14) (50 

mg, 0. 1 6 mmol). In addition, 2.2 mg (4%) of Compound 403 (EXAMPLE 303) was also 

obtained as a clear-colorless oil. Data for compound 402: Rf=0.38 (silica gel, 25% 

15 EtOAc:hex);lHNMR(400MH2,CDCl3) 7.51 (d,7 = 8.5, 1 H), 7.23 (d,7=8.5, 1 H), 

7.16 (d. 7 = 8.5, 2 H), 7.04 (d, 7 = 8.5. 2 H). 6.84 (d, 7 = 8.5. 1 H), 6.78 (m. 2 H), 6.30 (s 1 

H).3.79(brs, 1 H). 3.33 (q. 7 = 7.5.7= 7.5. 1 H), 1 .49 (d, 7 = 7.5, 3 H). 1.46 (s. 3 H), 1 25 
(s, 3H). 



20 



25 



EXAMPLE am 
(^/,5iV5-f4-ChlprpphenYl)-1 ? VHetrahydm-7 ? 

quinolinone (Compound 403 stmrtmefPnf Rrh^ x y, ^pU H R^fi,,,^ p= ^_ 
chlorophenvl) 

This compound (2.2 mg. 4%) was obtained along with Compound 402 as described above 
(EXAMPLE 302). Data for compound 403: Rf=0.38 (silica gel, 25% EtOAc:hex); 
1 HNMR(400MHz.CDCl 3 ) 7.56(d,7=8.5, 1 H),7.31 (d,7=8.5, 1 H), 7.20 (d,7= 8.5, 
2H).7.10(d.7=8.5,2H),6.85(d.7=8.5, 1 H), 6.74 (m. 2 H), 6.35 (s, 1 H).3.79(brs, 1 
H). 3.55 (q, 7 = 7.5. 7= 7.5. 1 H). 1.45 (s.3H). 1.26 (s. 3 H). 0.86 (d, 7= 7.5. 3 H). 
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EXAMPLE 304 

(P/ y^l 2 T4-Tetranvrfro-1.2.2.^ 

fr n m r ,nrf 404. structure 2 * A nf Scheme XXXVm. where r1=r2=r5 =H , 
p3 = trifl„nmfnethvl.Z=0) 

5 In a flame dried r.b. flask was dissolved Compound 250 (EXAMPLE 1 50) (50 mg, 1 61 
umol) in glacial acetic acid (10 mL). To the stirred solution was added /wra-formadehyde 
(51 mg, 1.61 mmol, 10 equiv). The cloudy yellow solution stirred for 10 min, then 
NaCNBH3 (50 mg. 805 umol, 5 equiv) was added at once. Upon addition the solution 
emitted gas for approx. 5 min then turned a brilliant fluorescent yellow/green. After stirring 

10 at rt under a blanket of N2 for 20 h, the solution was slowly poured over ice and quenched 
with NaOH (20%). extracted with EtOAc (2 x 50 mL), washed with brine (2 x 25 mL). 
dried over Na2S04 and concentrated in vacuo to give 5 1 .3 mg (99 %) of Compound 404 as 
a yellow-green solid. Data for Compound 404: Rf = 0.39 (hexanes/EtOAc; 3: 1 ). *H NMR 
(400 MHz, CDCI3) 7.3 1 (dd. J = 1 .5, 1 .5, 1 H). 6.44 (s. 1 H), 6.35 (s, 1 H), 2.90 (s, 3 H, N- 

15 CH3). 2.83 (m, partially obscured by Me. 1 H. C4-H), 1 .84 (dd, J = 4.2, 1 3.3, 1 H. C3-H), 
1 .53 (dd, J = 1 3.0, 1 3.0, 1 H). 1 .36 (d, / = 6.6, 3 H. C4-CH3). 1 .35 (s. 3 H, C2-CH3), 1 .29 
(s,3H, C2-CH3). 

EXAMPLE 305 

20 fl?/.^5-i3-Fui^1V1-2-3.4-tetrahvdro-2.2.4 -trinvithvl.8-pvranonor5.6-g1quinoline 

tt-ompound 405. structure 63 of Sc heme XVIII. where r1=R2=H. R3=3-furvl, Z=Q) 
In a oven dried pressure tube equivuipped with a magnetic stir bar was dissolved (R/Sy 
1^3,4-tetrahydro-2,2,4-trimethyl-7-hydroxyquinoline (EXAMPLE 150) (50.8 mg, 292 
umol), ethyl 3-keto-3-(3-furyl)propionate (0.10 mL, 642 umol, 2.2 equiv) and ZnCl2 (1 19 

25 mg, 876 umol, 3 equiv) in absolute ethanol (6 mL). The solution was heated at 105°C for 19 
h. The cooled solution was concentrated on Celite™ to give a free flowing powder which 
was purified via silica gel flash column chromatography using a solvent system of 
hexanes/ethyl acetate (4:1 ) to 14.6 mg (16% ) of Compound 405 as a yellow oil. Data for 
Compound 405: Rf = 0.26 (hexanes/EtOAc; 3: 1 ); *H NMR (400 MHz. CDCI3) 7.76 (s, 1 

30 H). 7.58 (dd, J = 1 .4. 3.0, 1 H), 7.48 (s. 1 H), 6.66 (s. 1 H), 6.37 (s, 1 H). 6.06 (s, 1 H), 4.37 
(brs. 1 H.NH).2.91 (m. 1 H,C4-H). 1.78 ( dd, 7 = 4.1. 13, 1 H.C3-H), 1.44(dd,y= 13. 
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13. 1 H, C3-H), 1.33 (d, J = 6.7, 3 H, C4- CH 3 ), 1 .31 (s, 3 H, C2- CH 3 ). 1.23 (s, 3 H, C2- 
CH 3 ). 

EXAMPLE 306 

5 5-(3-Furyl)- 1 .2-dihvdro- 1 .2.2.4-tetramethvl-8-Dvranon or5.6-glauinoline f Compound dM> 
Structure 60 of Scheme XVI. where r1=r2 = rS = h R3 = 3-farvl. 7=C>\ 
In a flame dried r.b. flask was dissolved Compound 264 (EXAMPLE 1 64) ( 1 . 1 mg, 3.58 
umol) in glacial acetic acid (3 mL). To the stirred solution was added para-formadehyde 
(1.2 mg, 36 umol, lOequiv). The cloudy yellow solution stirred for 10 min then NaCNBH3 

10 ( 1 . 1 mg, 1 7 umol, 5 equiv) was added at once. Upon addition the solution emitted gas for 
approx 5 min then turned bright yellow. After stirring at rt under a blanket of N2 for 20 h 
the solution was slowly poured over ice and quenched with NaOH (20%), extracted with 
EtOAc (2 x 10 mL), washed with brine (2x10 mL), dried over Na2S04 and concentrated ir, 
vacuo to give a impure product that was further purified by preparatory plate 

1 5 chromatography (silica gel, 1 000 um) using a solvent system of 4: 1 hexanes/EtOAc to 

afford 0.8 mg (70 % ) of Compound 406 as a yellow-green solid. Data for Compound 406: 
Rf = 0.25 (hexanes/EtOAc; 3: 1 ). 1 H NMR (400 MHz. CDCI3) 7.77 (s. 1 H), 7.57 (d, J = 
1.7. 1 H). 7.30 (s, 1H), 6.66 (d, /- 1.7. 1 H), 6.40 (s. 1 H), 6.07 (s, 1 H), 5.33 (s, 1 H, C3- 
H). 2.89 (s. 3 H, N-CH3). 1.95 (d, J = 1.1. 3 H, C4-CH3), 1.38 (s. 6 H. (CH3)2). 

20 

EXAMPLE 307 

5-(3-Furvl)-l ,2-dihvdro-l .2.2.4-tetramethv1.R-t h ior>vranonnr^,6-p1auinoHnP. (Compound 

407. structure 2QA of Scheme X XXIX. where r!=r2-r5-h, R3 g3 -fiirvl. ZgOl 

In a dry r.b. flask was dissolved LG12066X (5.2 mg, 16.1 umol) in glacial acetic acid (5 

25 mL). To the stirred solution was added para-formadehyde (5.4 mg, 1 60 umol, 1 0 equiv). 
The cloudy red solution stirred for 10 min then NaCNBH3 (5.1 mg, 80 umol, 5 equiv) was 
added at once. After stirring under a blanket of N2 for 12 h the solution was slowly poured 
over ice and quenched with NaOH (20%), extracted with EtOAc (2 x 20 mL), washed with 
brine (2 x 20 mL), dried over Na2S04 and concentrated in vacuo to give an impure product 

30 that was further purified by prepTLC (silica gel. 1000 urn) using a solvent system of 4: 1 
hexanes/EtOAc to afford 3.2 mg (60%) of Compound 407 as a red solid. Data for 
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Compound 407: Rf = 0.39 (hexanes/EtOAc; 3: 1 ). X H NMR (400 MHz, CDCI3) 7.2 1 (d, J 
= 1 .7, 1 H), 7.16 (s. 1 H), 6.51 (s, 1 H), 5.42 (s, 1 H, C3-HJ, 2.90 (s, 3 H, N-CH3), 2.00 (d, J 
= 1 . 1 , 3 H, C4-CH3), 1 .4 1 (s, 6 H, (CH3)2). 

5 EXAMPLE 308 

6- Ch1oro-5-r3-furvl V 1 .2-dihvdro- 1 -2-2-4-tetramethvl-8-Pvranonof 5.6-glouinoline 
( Compound 408. structure 60 of S cheme XVI. where R ] =R 5 =H. R2=chloro. 
R 3 gtrifluoromethvl. ZsO) 

In a dry r.b. flask was dissolved Compound 258 (EXAMPLE 1 58) (5.9 mg, 1 7.2 pmol) in 
glacial acetic acid (5 mL). To the stirred solution was added /Mira-formadehyde (5.5 mg, 172 
umol. 10 equiv). The cloudy yellow solution stirred for 10 min then NaCNBH3 (5.8 mg, 86 
umol, 5 equiv) was added at once. After stirring under a blanket of N2 for 12 h the solution 
was slowly poured over ice and quenched with NaOH (20%), extracted with EtOAc (2 x 20 
mL), washed with brine (2 x 20 mL), dried over Na2S04 and concentrated in vacuo to give 
an impure product that was further purified by 3 consecutive prep TLCs (silica gel, 1000 
pm) using a solvent system of 4:1 hexanes/EtOAc to afford 2.5 mg (40%) of Compound 
408 as a orange/yellow solid. Data for Compound 408: Rf = 0.36 (hexanes/EtOAc; 3: 1 ). 
*H NMR (400 MHz, CDCI3) 7.32 (d, J « 1.7, 1 H), 6.33 (s, 1 H), 5.38 (s, 1 H, C3-H), 2.88 
(s, 3 H, N-CH3), 1,99 (d, J = 1 .1, 3 H, C4-CH3), 139 (s, 6 H, (CH3)2). 

EXAMPLE 309 
1.2.3.4-Tetrahvdro-2 .2.4J0-tetramemvl-6-tri^ 

fCompound 4 09. structure 63 of Scheme XVTII. where Rl=methvl. R2=H. 
RSgtrifluoromethyl. Z=NH) 

7- rgrr.Burvloxvcari>amovl-1.2.3.4-tetrahvdro-2 .2.4.8-tetramethvlquinoline (structure 72 of 
Scheme XVIII. where R*=methvl. P=r-butoxv. Z=NH). This compound was prepared from 
7-rcrr-butyloxycarbamoyl-l^^hy<lro-2^,4,8-tetramethylquinoline (EXAMPLE 155) (4.50 
g, 14.9 mmol) according to the general hydrogenation procedure previously described 
(EXAMPLE 160), affording 4.48 g (99%) of the desired tetrahydroquinoline as a white 
solid. Data for 7-ferf-butyloxycarbamoyl- 1 ^3,4-tetrahydro-2^,4,8-tetramethylquinoline: 
lH NMR (400 MHz, CDCI3) 7.03 (d, 1H, J m 8.3, 5-H), 6.81 (d, 1H. J = 8.2, 6-H), 6.13 (br 
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s, 1H, BOCNfl), 3.43 (br s, 2H. N/f 2 ), 2.91 (ddq, 1H. J = 19.0, 12.8, 6.6, 4-H), 1.96 (s, 3H, 
8-C# 3 ), 1 .73 and 1 .40 (d of ABq, 2H, 7aB = 12.8, J A = 5.6, Jb = 1 2.6, 3-H). 1 .3 1 (d, 3H, J 
= 6.7, 4-CH3), 1.28 and 1 .16 ppm [2s. 2 x 3H, 2-(Cff 3 )2j. 

7- Amino- 1 .2-dihvdro-2.2.4.8-tetramethvlauinoline This compound was prepared by 
General Method 12 (EXAMPLE 147) from 7-rm-butyloxycarbamoyl-l,23,4-tetrahydro- 
2,2.4,8-tetramethylquinoline (4.48 g. 14.9 mmol) to afford 2.92 g (96%) of the desired 
aniline as a light reddish oil. Data for 7-amino-l ,2-dihydro-2,2,4,8-tetramethyIquinoline: 
lH NMR (400 MHz, CDC1 3 ) 6.89 (d. 1H. J = 8.1, 5-H). 6.14 (d. 1H. /= 8.2. 6-H). 3.42 (br 
s. 3H, Ntf 2 . Nfl),2.87 (ddq, 1H.7= 18.7, 12.7. 6.4, 4-H), 1.90(s, 3H, 8-C//3), 1.70 and 
1.39 (d of ABq. 2H, Jab = I2.8,y A = 5.6. J B = 12.5, 3-H), 1.29 (d, 3H, J = 6.7. 4-Cff 3 ), 
1 .27 and 1 . 1 6 ppm [2s, 2 x 3H, 2-(C#3) 2 ]. 

) ,2 1 3,4-TetrahYdrP-2,2 , 4 , 1 0-tetramethvl-6-trifluoit> me thvl- 8 - P vridnnnrs fi-glouinnlin* This 
15 compound was prepared by General Method 13 (EXAMPLE 147) from 7-amino-l, 2,3,4- 
tetrahydro-2^.4.8-tetramethylquinoline (2.92 g, 14.3 mmol) and ethyl 4,4,4- 
trifluoroacetoacetate (3.13 mL. 21.4 mmol. 1.5 equivuiv) to afford 2.04 g (44%) of 
Compound 409 as a pale fluorescent-yellow solid. Data for Compound 409: mp 239-40 °C; 
*H NMR (400 MHz, CDCI3) 9.70 (br s. 1H, CONtf), 7.50 (s, 1H, 5-H), 6.68 (s. 1H, 7-H), 

20 4.13 [brs, 1H.(CH 3 )2CN«]. 3.00 (ddq, 1H,7= 12.9, 12.4. 6.3, 4-H). 2.15 (s. 3H, IO-CH3), 
1 .83 and 1.46 [dd of ABq. 2H, /AB = 13.0. J A = 53, 1.6 Hz (3-H eq uiv), Jb = 12.9. 0 Hz 
(3-Hax)]. 1 .40 (d, 3H. J = 6.6, 4-0*3), 1 .36 and 1.25 ppm [2s, 2 x 3H, 2-(C/*3) 2 ]. 13c 
NMR (100 MHz. CDC] 3 )d 162.5, 144.9, 139.1, 137.1, 124.3, 122.7, 120.9. 113.8, 105.7. 
101.6, 50.2. 43.5, 31.8, 28.9, 27.6, 20.1, 9.7 ppm. Anal. Calcd for C17H19F3N2O: C, 

25 62.95; H, 5.90; N, 8.64. Found: C, 63.02; H, 6.01 ; N, 8.48. 

EXAMPLE 310 

(StSk 1 .2.3.4-TetmhvdfO-4-memvl-6-trifluoro 

(Compound 410. structure 33A of Scheme XI.. whe n; Rl-3 =R 6 =H R4 =methv | 
30 R5=trifluom methvn 
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3-(3-Methoxvanilinolpropionic acid . To a oven dried 500 mL rb flask equivuipped with a 
magnetic stir bar and a water cooled reflux condenser was dissolved anisidine (5 mL, 44.6 
mmol) in toluene (70 mL). The stirred solution was heated to reflux and acrylic acid (3.0 
mL, 44.1 mmol, 1 equiv) was dripped in over a 10 min period to give a clear colorless 
5 solution. After heating at reflux for 3 h the dark red solution was cooled to it and 

concentrated in vacuo to remove both the unreacted acrylic acid and toluene to give a 6.4 g 
of a 1 : 1 mixture of the desired amino acid and anisidine as a red viscous oil. Data for 3~(3- 
Methoxyanilino)proionic acid: Rf = 0.1 (hexanes/EtOAc, 3:1); *H NMR (400 MHz, 
CDCI3) 9.08 (br s, 1 H, NH), 7.28 (d, J = 4.3, 1 H) t 7.2 1 (dd, 7=8.1,8.1, 1 H), 7.03 (dd, J 
10 = 1 .3, 7.9, 1 H), 6.67 (dd f J = 2.3, 8.4, 1 H).3.80 (s f 3 H), 3.58 (s, 2 H), 2.33 (s, 3 H). 

1 ^.3.4-Tetrahvdro-7-methoxv-4-quinolone . To a oven dried 500 mL ib flask equivuipped 
with a magnetic stir bar and a N2 gas inlet, the material obtained above was dissolved in 
PPA (-150 mL). The resulting red viscous solution was heated at 100°C with constant 

15 stirring under a blanket of N2 for 1 2 h. The still warm solution was carefully poured over 
ice (1 L) and while vigorously stirring the iced solution with a metal stir rod the reaction 
was quenched by slow addition of a sat. K2CO3 solution. The near neutral solution was 
extracted with CHCI3 (5 x 1 50 mL), washed with brine (2 x 100 mL), dried over Na2S04 
and concentrated in vacuo to give an impure solid. The solid was purified by taking up in 

20 EtOAc and concentrating the liquor on Celite™ to give a free flowing powder which was 
purified via flash column chromatography (silica gel, CH2CI2 /MeOH, 95:5) to give 1.2 g 
(62%) of l,23,4-tetrahydro-7-methoxy-4-quinolone as a yellow solid. Data for 1,23,4- 
tetrahydro-7-methoxy-4-quinolone: Rf = 0.43 (CH2Cl2/MeOH, 95:5); *H NMR (400 
MHz, CDC13) 7.79 (d, J = 8.8, 1 H), 631 (dd, J = 2.0, 8.9, 1 H), 6.08 (d, 7 = 2.0, 1 H), 4.54 

25 (br s, 1 H, NH), 3.78 (s, 3 H, OCH3), 3.54 (td t J = 1 .7, 8.0, 2 H) t 2.63 (t, J = 7.0, 2 H). 

l-r>ButoxvcaTbonvl-L2.3.4-tetrahvdro-7>methoxv-4-Quinolone (structure 31A of Scheme 
XL. where Rl"3=HV To a flame dried 250 mL rb flask equivuipped with a magnetic stir 
bar and a N2 gas inlet was dissolved l£3»4-tetrahydro-7-methoxy-4-quinolone (1.18 g, 
30 6.67 mmol) and BOC anhydride (2.03 g, 9.33 mmol, 1 .33 equiv) in anhydrous THF (60 

mL). The solution was cooled to 0°C and N,N-dimethyl-4-aminopyridine (DMAP) (1.30 g, 
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10.7 mmol, 1 .6 equiv) was added with constant stirring. After stirring over N2 for 16 h the 
reaction was carefully quenched with 10% NaHS04 solution (20 mL). The Diphasic solution 
was extracted with EtOAc (3 x 50 mL), washed with brine (2 x 50 mL), dried over Na2S04 
and concentrated in vacuo to give 1.65 g (90%) of l-/-butoxycarbonyl-l,2,3,4-tetrahydro-7- 
5 methoxy-4-quinolone as an off white solid Data for 1 -/-butoxycarbonyl-1 ,23,4-tetrahydro- 
7-methoxy-4-quinolone: Rf = 0.31 (hexanes/EtOAc, 3:1); *H NMR (400 MHz, CDCI3) 
7.27 (d, J = 1.6. 1 H), 7.06 (d, / = 8.5. 1 H), 6.61 (dd, J = 2.4. 8.5. 1 H). 3.78 (s, 3 H). 3.71 
(t, J = 6.0, 2 H), 2.82 (m, 1 H), 2.02 (m, 1 H). 1 .57 (m, I H), 1 .27 (d, J = 7.0. 3 H). 



10 (J^l-f-ButoxvcarbonvH.2.3.4-te^ Toa 
flame dried 250 mL 3-necked rb flask equivuipped with a magnetic stir bar was added 
Ce(III)CI-7 H2O (2.74 g, 7.35 mmol, 2 equiv). The flask was heated in a 140°C oil bath 
under reduced pressure (- 1 torr) for 2.5 h. The flask was cooled to it and slowly filled with 
N2 g. The white powder was suspended in dry THF (30 mL), stirred at rt for 1 h and then 
1 5 cooled to -78°C. To the white suspension was added a 1 .4 M solution of methyl lithium 
(MeLi) in Et20 (5.25 mL, 7.35 mmol, 2 equiv) by syringe. The dark yellow/brown solution 
stirred at -78°C for 1 h and then lw-butoxycarbonyl-l^,3.4-tetrahydro-7-methoxy-4- 
quinolone dissolved in 3 mL THF was added. The solution stirred at -78 °C for 3 h and was 
warmed to 0°C for 2 h. The reaction did not go to completion and starting material was 
20 observed by TLC (silica gel. hexane/EtOAc, 3:1). The reaction was quenched with H2O ( 1 
mL) and allowed to warm to rt The solution was neutralized with sat NH4CI solution (5 
mL), extracted with EtOAc (3 x 100 mL), washed with brine (1 x 100 mL), dried over 
Na2S04 and concentrated in vacuo to give a mix of the desired alcohol and starting 
material. The mixture was taken up in EtOAc and concentrated on Celite™ to give a free 
25 flowing powder which was purified via flash column chromatography (silica gel, 
hexanes/EtOAc, 3: 1) to give 796 mg (74%) of the desired product as a vicious clear 
colorless oil. Data for l^butoxycarbonyl-l^,3,4-tetrahyd^o-4-hydroxy-4-methyI-7- 
methoxy-quinoline: Rf = 0.20 (hexanes/EtOAc, 3:1); *H NMR (400 MHz, CDCI3) 7.42 (d, 
J = 8.7. 1 H), 7.33 (d, J = 2.5. 1 H). 6.66 (dd, J = 2.5, 8.6. 1 H). 3.98 (m. 1 H). 3.79 (s. 3 H, 
30 OCH3), 3.61 (m. 1 H), 1 .98 (m, 2 H), 1 .58 (s. 3 H). 1 .53 (s, 9 H). 
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f /?/.? )- 1 -/-Butox vcaibonvl- 1 ^3.4-t etrahvdro-4-methvl-7>niethoxv-quinoHne 
To a oven dried 250 mL rb flask equivuipped with a magnetic stir bar was dissolved 
butoxycaibonyl-l,23,4-tetiahydro^hy^^ (44 mg, 150 

5 jimol) in EtOAc (15 mL). The flask was repeatedly evacuated and flushed with N2 then.a 
catalytic amount of 10% Pd on C (-5 mg) was added. The flask was again evacuated and 
flushed with N2 several times and then H2 was introduced by balloon. The solution was 
stirred under H2 for 12 h. The flask was again evacuated and flushed with N2 several times 
to remove any residual H2 and the solution was filtered through a pad of Celite™ and 
10 concentrated in vacuo to give the desired amine (37.0 rag, 133 pmol, 90% yield) as a clear 
colorless oil. Data for l^butoxycarbonyl-l£3,4-tet^ 

Rf = 0.59 (hexanes/EtOAc, 3: 1 ); 1 H NMR (400 MHz, CDCI3) 7.28 (d, J =2.3, 1 H, Ar-8), 
7.07 (d, J =8.5, 1 H, Ar-5), 6.61 (dd, J =2.5, 8.5, 1 H, Ar-6). 3.78 (s, 3 H. OMe), 3.71 (dd, J 
=6.1 . 12.2, 2 H, C2-H), 2,83 (m, 1 H, C4-H), 2.00 (m, 1 H, C3-H), 1 .58 (m. 1 H, C3-H), 
1 5 1 .53, (s, 9 H, (CH3)3). 1 27 (d, J =7.0 Hz. 3 H, C4-CH3). 

(/?/^1.2.3^Tetnihvdro-4-m ftthvU7>methoxvQuinoline. To a oven dried 250 mL r.b. flask 
equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved 1-r-butoxycarbonyl- 
l t 23,4-tetrahydn>-4-methyl-7-methoxy-quinoline (678 mg, 2.44 mmol) in CH2CI2 (15 mL). 

20 To the stirred solution was added trifluoroacetic acid (TFA) (2 mL) at rt. The solution 
stirred under N2 for 2 h and then quenched with sat NaHC03 solution (25 mL), extracted 
with CH2CI2 (3 x 20 mL), washed with brine (1 x 30 mL), dried over Na2S04 and 
concentrated in vacuo to give 370 mg (77%) of the desired quinoline as a clear colorless oil. 
Data for 1 ,23,4-tetrahydro-4-methyl-7-methoxyquinoline: Rf = 0.32 (hexanes/EtOAc, 3: 1 ); 

25 *H NMR (400 MHz, CDCI3) 6.95 (d, J =8.1, 1 H, Ar-5), 6.22 (dd, J =2.5, 8.3. 1 H, Ar-6), 
6.03 (d, J =2,6, 1 H, Ar-8), 3.86 (br s, 1 H, NH), 3.73 (s, 3 H, OMe), 3.28 (m, 2 H, C2-H), 
2,85 (m. 1 H, C4-H), 1.95 (m, 1 H, C3-H), 1.64 (m, 1 H. C3-H), 1.25 (d. / =6.9, 3H, C4- 
Me). 

30 (R/S\- 1 .23.4-Tetrahvdm-7-hvdrox v-4-methvlouinoline . To a flame dried 25 mL rb flask 
equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved 1 ,2,3,4-tetrahydro-4- 
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20 



methyl-7-metboxyquinolinc (17.7 mg, 100 umol) in CH2CJ2 (3 mL). The solution was 
cooled to 0°C under a blanket of N 2 and then 250 uL of a 1 .0 M solution of BBr3 in 
hexanes (250 umol, 2.5 equiv) was added at once by syringe. The stirred solution was 
warmed to rt and allowed to react for 3 h. The reaction was quenched with H2O (1 mL), 
neutralized with sat. NaHC0 3 (4 mL) and extracted with CH 2 C1 2 (5 x 50 mL), dried over 
Na 2 S0 4 and concentrated to give 12 mg (66%) of the desired phenolic quinoline as a light 
yellow oil. Data for (R/S)- 1 A3,4.tetrahyaYo-7-hydroxy-4-methylquinoIine: Rf = 0. 1 5 
(hexanes/EtOAc,3:l); *H NMR (400 MHz, CDCI3) 6.91 (d.7=8.7, 1 H). 6.12 (dd,/ = 
2.5, 8.3, 1 H), 5.97 (d, J = 2.5, 1 H), 3.27 (m, 2 H, C2-H), 2.84 (m, 1 H, C4-H), 1 .95 (m, 1 
H, C3-H), 1.66 (m, 1 H, C3-H), 1.25 (d, J = 6.9. 3 H, C4-CH 3 ). 



UV$)- 1 ^ < 3.4-TerrahYdro^ m ethvl^trifl U oi»Tn < .th Y l - 8- P vr a nnn ft r'; ^aumnU^ 
(Compound 410 structure 33A rifR^rne XL. wh^ T?I-3 =R 6 =H R^nefljyJ 
R 5 =trif1uoromethyl) ■ In an oven dried pressure tube equivuipped with a magnetic stir bar 
15 was dissolved (^U.S.^tetrahyd^-hydroxy^-methylquinoline (1 1.7 mg, 64.6 umol) 
and trifluoromethyl ethyl acetoacctate (20 uL. 146 umol, 2.2 equiv) and ZnCl 2 (20 mg) in 
0.5 mL absolute ethanol. The light yellow solution was heated at 98 »C for 20 h and cooled 
to rt. The dark green solution was concentrated on Celite™ to give a free flowing powder 
which was purified via silica gel flash column chromatography using a solvent system of 
hexanes/ethyl acetate (4:1) to give 12.4 mg (66%) of Compound 410 as a yellow solid. Data 
for Compound 410: Rf = 0.19 (hexanes/EtOAc, 3:1); 1 H NMR (400 MHz, CDCJ3) 7.29 (s, 
1 H), 6.36 (m, 2 H). 4.70 (br s, 1 H. NH). 3.43 (m, 2 H, C2-H), 2.95 (m. 1 H, C4-H), 1 .97 
(m, 1 H, C3-H), 1.72 (m, 1 H, C3-H), 1.31 (d, J = 7.0. 3 H, C4-CH 3 ). 

25 EXAMPLE 311 

1.2-DihYdro-2 , 7^?m^vl^trifluommemvl.8-nv ra nn n or5.6- t >1q t Mnn1j ne rCompon^rt di 1 
structure 37 A of; Schem f XT I where R^R^H B^ElDSfliyJ ^Uny^, 
X=Q) 

30 w tere R 1=r2 =H. R3=R4 =rnfft hvl. fe/.h„tv1 Y^r>> fa a oven dried pressure ^ 

equivuipped with a magnetic stir bar was dissolved O-pivaloyl-3-aminophenol (EXAMPLE 
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138) (4.8 g, 25.0 mmol, 1.5 equiv) and 3-mefoyI-3-acetoxy-l-butyne (2.1 g, 16.7 iranol, 1 
equiv) in dry THF (-5 mL). To the stirred solution was added CuCI (240 mg, 25 mmol, 
0.15 equiv). The sealed pressure tube was heated at 98 °C for 5 h. cooled to rt and 
concentrated on Celite™ to give a free flowing powder which was purified via flash 

5 column chromatography (silica gel. hexanes/EtOAc, 5:1) to give 1.2 g (18%) of the desired 
product as an off white solid. Data for l,2-dihydro-2.2-dimethy1-7-( 1.1,1 - 
trimethylacetoxy)quinoline: Rf - 0.80 (hexanes/EtOAc, 3:1); *H NMR (400 MHz, CDCI3) 
6.83 (d, J = 8.0. 1 H). 6.23 (m, 2 H), 6.12 (d, J = 2.1 , 1 H). 5.42 (d, J = 9.7. 1 H), 3.67 (br s. 
1 H), 1.31 (s, 9 H). 1.29 (s, 6H). 13 C NMR (100 MHz, CDO3) 177. 151. 130, 127, 123, 

10 1 17, 109. 105. 52,49, 31. 27. 

1.2-Dihvdro-7-hvdroxv.2.2-d imethvlauinoline. To a oven dried rb flask was dissolved 1 ,2- 
dihydro-2^-dimethyl-7-(l.l.l-triniethylacetoxy)quinoline (48 mg, 185 Mmol) in absolute 
ethanol (5 mL) and H2O (1 mL). To the stirred solution was added a catalytic amount of 
1 5 20% aqueous NaOH solution (-0.2 mL). After 1 5 h the dark purple solution was diluted 
with H2O (10 mL), EtOAc (15 mL) and quenched with sat NH4CI solution (5 mL). The bi- 
phasic solution was extracted with EtOAc (4 x 20 mL), washed with brine (2 x 30 mL), 
dried (Na2S04) and concentrated in vacuo to give 3 1 mg (96%) of the desired phenolic 
amine, which was used without further purification. 

20 

1 2-nihvdttv2.2^imemvl-6-trifluoromethvl -8-pvranonor5.6-glQuinoline (Compound 411. 
structure 37 A of Scheme XLI. where R 1-2=r6=H. R3=R4 =m ethvl. RS=trifluoromethvl. 
X=Q) . In a oven dried pressure tube equivuipped with a magnetic stir bar was dissolved 
l,2-dihydro-7-hydroxy-2,2-dimethylquinoline (31 mg, 177 umol), ethyl (4,4,4- 

25 trifluoroacetoacetate) (75 mg, 408 umol, 2.2 equiv) and ZnCl2 (75 mg, 550 umol, 3 equiv) 
in absolute EtOH. Upon addition of the ZnCl2 the solution went a dark brown. The sealed 
pressure tube was heated at 105 °C for 16 h, cooled to rt and concentrated on Celite™ to 
give a free flowing powder which was purified via flash column chromatography (silica gel, 
hexanes/EtOAc, 5: 1 ) to give 23 mg (4.4%) of Compound 411 as a bright yellow solid. 

30 Data for Compound 411: Rf * 0.31 (hexanes/EtOAc. 3:1); *H NMR (400 MHz, CDCI3) 
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7.1 1 (s, 1 H), 6.41 (s, 1 H), 6.32 (s, 2 H). 5.58 (d, / = 8.0, 1 H), 4.39 (br s, 1 H), 1.55 (s, 6 
H). 

EXAMPLE 312 
1.23.4-Tetrahvdro-2.2^imethvI-6-triflu ^ 
5 412. structure 40A of Schem e XLII. where r1-2=r6 =H , RSgR^ethvi 
R 5 =trifluoroinethvl. X=OV 

1.23.4-Tetrahvdro-2.2^iTn ethvl-7-fl.l.l-trimethv1acetoxv , >quinoline (structure 39A of 
Scheme XLII. where R'=r2=H. R 3 =R 4 =methv1. P=/-butv> X=OV To a oven dried 250 
mL rb flask equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved 1,2- 
10 dihydro-2,2-dimethyl-7-(l ,l,l-trimethylacetoxy)quinoline (EXAMPLE 31 1) (47 mg. 192 
umol) in dry EtOAc (5 mL). The flask was repeatedly evacuated and flushed with N2 then 
a catalytic amount of 10% Pd on C (-10 mg) was added. The flask was again evacuated and 
flushed with N2 several times and then H2 was introduced by balloon. The solution was 
stirred under H2 for 13 h. The flask was again evacuated and flushed with N2 several times 

1 5 to remove any residual H2 and the solution was filtered through a pad of Celite™ and 
concentrated in vacuo to give the desired amine (38.0 mg, 154 umol, 81 % yield) as an off 
white solid. Data for U.3,4-tetrahydro-2^-dimemyl-7Kl,l,l-trimethylacetoxy)quinoline: 
Rf=0.54(hexanes/EtOAc, 3:1); 'hNMR (400MHz, CDCI3) 6.93 (d, 7= 8.1. 1 H),6.26 
(dd./=2.3,8.1, 1 H), 6.13 (d, 7 = 2.1, 1 H),3.59(brs, 1 H), 2.73 (t, J = 6.7, 2 H), 1.67 (t./ 

20 = 6.7, 2 H), 1 .32 (s. 9 H). 1 . 1 8 (s, 6 H). 

1.2.3.4-Tetrahvdro-7-hvdroxv-2.2^l imethvlquinnline To a oven dried rb flask was 
dissolved l^,3,4-tetrahydro-2^-dimemyl-7-(l,l,l-trimethylacetoxy)quinoline(38 mg, 154 
umol) in absolute ethanol (5 mL) and H2O (1 mL). To the stirred solution was added a 

25 catalytic amount of 20% aqueous NaOH solution (-0.2 mL) and stirred under N2 at rt. After 
3 h the dark purple solution was diluted with H2O (10 mL), EtOAc (15 mL) and quenched 
with sat. NH4CI solution (5 mL). The bi-phasic solution was extracted with EtOAc (4 x 20 
mL), washed with brine (2 x 30 mL), dried (Na2S04) and concentrated in vacuo to give 25 
mg (92%) of the desired phenolic amine as a light yellow oil. Data for l,2,3,4-tetrahydro-7- 

30 hydroxy-2,2-dimethylquinoline: Rf = 0.22 (hexanes/EtOAc, 3: 1 ); *H NMR (400 MHz, 
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CDCI3) 6.82 (d, J m 8.1, 1 H), 6.09 (dd, J m 2.6, 8.2, 1 H), 5.93 (d f J = 2.4, 1 H), 2.68 (t t J = 
6.7,2H), 1.67 (t, J = 6.7,2H), 1.19(s,6H). 

1 ^3.4-Teti^vdro -2.2^imethvl^trifluoro^ ( Compound 
5 412. structure 40 A of Scheme XLIL where rI^r^rS^h. R3=R4 =rmethv |, 

R 5 =trifluoromethvl. X=Q.\ In a oven dried pressure tube equi vuipped with a magnetic stir 
bar was dissolved 1 ^,3,4-teti^ydn>-7-hydroxy-2^-dimethylquinoIine (25. 1 mg f 142^mol), 
TFEEA (62 mg, 338 pmol, 2.2 equiv) and ZnCl2 (62 mg, 462 junol, 3 equiv) in absolute 
EtOH. The sealed pressure tube was heated at 105 °C for 13 h, cooled to rt and concentrated 
10 on Celite™ to give a free flowing powder which was purified via flash column 

chromatography (silica gel, hexanes/EtOAc, 5:1) to 26.3 mg (60%) of Compound 412 as a 
bright yellow solid. Data for Compound 412: Rf = 0.3 1 (hexanes/EtOAc, 3: 1 ); *H NMR 
(400 MHz, CDCI3) 7.26 (s, 1 H), 6.37 (m, 2 H), 4.52 (br s, 1 H)m, 2.83 (t, J = 6.6. 2 H). 
1 .74 (t, J = 6.6, 2 H), 1 .28 (s, 6 H). 

15 

EXAMPLE 313 

l,23,4-Tetrahvdnv6«trifluoromethvl-8-Pvranonor5.6-g1quinoline (Compound 413. structure 
4SA of Scheme XLH1. where R ] =H. R 2 =trifluoromethvn . 

3-Methoxv-rrg/ty inda none oxime (Compound 43A. Scheme XLII1V To an oven dried 250 
20 mL rb flask equi vuipped with a magnetic stir bar, a N2 gas inlet and a water cooled reflux 
condenser was dissolved 7-methoxyindanone (2.0 g, 12.3 mmol), Et3N (3.0 mL, 21.5 mmol, 
1 equiv) and NH2OHHCI (1,48 g, 21.5 mmol, 1 equiv) in MeOH (50 mL). The clear 
colorless solution was heated at reflux for 12 h, cooled to rt and partially concentrated under 
reduced pressure to half the original volume. Hie liquor was diluted with H2O (25 mL) and 
25 extracted with EtOAc (4 x 50 mL), washed with brine (3 x 25 mL), dried (Na2S04) and 

concentrated in vacuo to afford 2. 14 g (99%) of the desired adduct as a white solid. Data for 
3~methoxy-tam*-indanone oxime: Rf = 0.23 (hexanes/EtOAc, 3:1); *H NMR (400 MHz, 
CDCI3) 8.01 (br s, 1 H), 7.47 (d, J = 2.4, 1 H), 6.88 (dd, J = 2.4, 8.3, 1 H), 6.82 (d, J = 8.3, 
1 H). 3.30 (s, 3 H), 2.79 (m, 2 H), 2.44 (t, J = 6.7, 2 H). 
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1.2.3.4-Tctrahvdro-7-methoxvQuinoline (Compou nd 44A. Scheme YT -T T T > In a flame dried 
lOOmLrb flask equi vuipped with a magnetic stir bar, a N2 gas inlet and a water cooled 
reflux condenser was dissolved 3-metboxy-fr<ww indanone oxime (280 mg, 1 .10 mmol) in 
dry THF. Under a blanket of N2 the solution was cooled to 0°C and a 1 .0 M solution of 
5 LAH in pentane (0.5 mL, 5.0 mmol, 4.3 equiv) was added via syringe. The solution was 
then heated to reflux for 4.5 h. The solution was cooled to it and quenched with H2O (2 
mL). extracted with EtOAc (3 x 25 mL). washed with brine (50 mL), dried over Na2S04 
and concentrated on Celite™ to give a free flowing powder which was purified via flash 
column chromatography (silica gel, hexanes/EtOAc, 3: 1) to give 14 mg (8%) of the desired 
1 0 adduct as an off white solid. Data for 1 ,2,3,4-tetrahydro-7-methoxyquinoline: Rf = 0.35 
(hexanes/EtOAc, 3:1); *H NMR (400 MHz, CDCI3) 6.84 (d, J = 8.0, 1 H), 6.19 (dd, J = 
2.5, 8.2, 1 H). 6.03 (d, J = 2.5. 1 H), 3.81 (br s, 1 H), 3.73 (s, 3 H), 3.27 (m, 2 H), 2.69 (t, J 
= 6.4,2H), 1.91 (m,2H). 



1 5 1 .23.4-tetrahvdro-7-hvdroxvouinnling Li a flame dried 1 00 mL rb flask equi vuipped with a 
magnetic stir bar and a N2 gas inlet was dissolved 1 ^,3,4-tetrahydro-7-methoxyquinoline 
(14.0 mg, 85.8 pmol) in CH2CI2 (-3 mL). The solution was cooled to -78°C under a 
blanket of N2 and a 1.0 M solution of BBr3 in CH2CI2 (0.25 mL, 250 umoI, 3 equiv) was 
added via syringe. The solution stirred at -78°C for Ih, wanned to 0°C for 1 h and rt for 2 h. 

20 The reaction was quenched with H20 (2 mL), extracted with CH2CI2 (3 x 20 mL), washed 
with brine (2 x 20 mL), dried (Na2S04) and concentrated in vacuo to afford 12 mg (88%) of 
the desired adduct as a yellow oil. Data for U,3,4-tetrahydro-7-hydroxyquinoline: Rf = 
0.21 (hexanes/EtOAc, 3:1); *H NMR (400 MHz, CDCI3) 6.79 (d. /= 8.2, 1 H), 6.12 (dd, J 
= 2.4, 8.0, 1 H), 6.04 (d, J = 2.3, 1 H), 4.78 (br s, 1 H), 3.27 (m. 2 H), 2.67 (m. 2 H), 1 .91 

25 (m, 2 H). 



L2^.4-Tetrahvdro^trifluoromethvl-8-Pvranonor5 6-glouinoline rComnound 413. structure 
4$A Pf Scheme XLITI. where R*=H. R^fluoromethvlV In a oven dried pressure tube 
equi vuipped with a magnetic stir bar was dissolved U,3,4-teU^ydro-7-hydroxyquinoline 
30 (1 1.7 mg, 78.5 umol), TFEEA (>10 fold excess) and ZnCl2 (>10 fold excess) in absolute 
EtOH (3 mL). The sealed pressure tube was heated at 1 10°C for 16 h, cooled to rt and 
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concentrated on Celite™ to give a free flowing powder which was purified via flash 
column chromatography (silica gel, hexanes/EtOAc, 4:1 ) to give 8.6 mg, (41%) of 
Compound 413 as a bright yellow solid. Data for Compound 413: Rf = 0.31 
(hexanes/EtOAc, 3:1); X H NMR (400 MHz. CDCI3) 7.21 (s, 1 H), 6.35 (m, 2 H), 4.66 (br s, 
5 1 H). 3.40 (m, 2 H), 2.80 (t, J = 6.3, 2 H), 1 .95 (m, 2 H). 

EXAMPLE 314 

f/e/Sl^Ethvl-h2.3.4-te^ rCompound 
414. structure 33A of S cheme XL. where r!-3=r6 =H . R^thvl. R5=trifluoromethvn 

10 f/y^-l-r-Butoxvcarixmvl^^^ To a 

flame dried 250 mL r.b. flask equivuipped with a magnetic stir bar and a N2 gas inlet was 
dissolved (/VSH-*-Butoxycart>onyM,2,3,4-teti^ (106 mg, 

390 pmol) in dry THF (8 mL). The solution was cooled to 0°C under a blanket of N2 and a 
1.0 M solution of ethyl magnesium bromide (EtMgBr) in ethyl ether (1 .3 mL, 1 .36 mmol, 

15 3.5 equiv)was added via syringe. The solution was stirred at 0°C for 2 h and at rt for 3 h. 
The reaction did not go to completion and starting material was observed by TLC (silica gel, 
hexane/EtOAc, 3: 1 ). The reaction was quenched with H2O (2 mL), extracted with EtOAc 
(4 x 25 mL), washed with brine (40 mL), dried over Na2S04 and concentrated in vacuo to 
give 38 mg (32%) of the desired alcohol as a colorless oil. Data for (R/S)-\-t- 

20 butoxycarbony 1-4-ethyl- 1 ,23»4-tetrahydro-4-hy droxy-7-methoxyquinoline: Rf = 0. 1 4 

(hexanes/EtOAc, 3: 1 ); *H NMR (400 MHz, CDCI3) 7.36 (d, J = 8.7, 1 H, Ar-5H), 7.34 (d, 
J = 2.5, 1 H, Ar-8H), 6.67 (dd, J = 2.5, 8.5, 1 H, Ar-6H), 4.08 (m, 1 H), 3.86 (br s, 1 H, 
OH), 3.79 (s, 3 H, OMe), 3.43 (m, 1 H), 1.87 (m, 3 H), 1.53 (s, 9 H, t-butyl), 0.859 (t, J = 
7.4,3H,-CH3). 

25 

(R/S)- 1 -NButox vcarbonvl-4-ethvl- 1 .2.3.4-tetrahvdro-7-methox vquinoline . To an oven dried 
250 mL r.b. flask equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved 
(R/S)- 1 -r-butoxycarbony l-4-ethyl- 1 ^3.4-tetrahydro-4-hydroxy-7-methoxyquinoline (37.6 
mg, 123 ^mol) in dry EtOAc (8 mL). The flask was repeatedly evacuated and flushed with 
30 N2 then a catalytic amount of 1 0% Pd on C (- 10 mg) was added. The flask was again 

evacuated and flushed with N2 several times and then H2 was introduced by balloon. The 
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solution was stirred under H2 for 14 h. The flask was again evacuated and flushed with N2 
several times to remove any residual H2 and the solution was filtered through a pad of 
Celite™ and concentrated in vacuo to give 34 mg (95%) of the desired amine as a clear 
colorless oil. Data for (R/S)- 1 -r-butoxycarbony I^-ethyl- 1 ,2,3,4-tetrahydr©-7- 
methoxyquinoline: Rf = 0.52 (hexanes/EtOAc, 3:1); *H NMR (400 MHz, CDCI3) 7.27 (d, 
J = 2.3. 1 H, Ar-8H), 7.02 (d, / = 8.5, 1 H, Ar-5H), 6.59 (dd, J = 2.7, 8.4, 1 H. Ar-6H), 3.78 
(s, 3 H, OMe), 3.74 (m, partially obscured by OMe, 1 H), 3.58 (m, 1 H), 2,62 (m, 1 H), 1.95 
(m, 1 H), 1 .72 (m. 2 H), 1.53 (s. 9 H, t-butyl), 1 .48 (m, partially obscured by t-butyl, 1 H), 
0.949 (t, 7=7.4, 3 H,-CH 3 ). 



(^-4-gth Y |-1.23,4-tetrahvdro-7-rn e thnxvq ninn ^ n< . a oven dried 250 mL r.b. flask 
equivuipped with a magnetic stir bar and a N2 gas inlet was dissolved (R/Syi-t- 
butoxycarbonyl-4^yl-U3,4-tetrahydro-7-methoxyquinoline (34.0 mg, 1 17 umol) in dry 
CH2CI2 (1 mL). To the stirred solution was added TFA (1.2 mL) at rt and was allowed to 
15 react for 2 h. The dark red solution was quenched with sat NaHC03 solution (10 mL), 
extracted with CH 2 CI 2 (3 x 25 mL), washed with brine (50 mL), dried (Na 2 S0 4 ) and 
concentrated in vacuo to afford 2 1 mg (95%) of the desired amine as a clear light yellow oil. 
Data for (^5^myI-U3,4-tetrahydro-7-methoxyquinoline: Rf = 0. 1 (hexanes/EtOAc, 
3: 1 ); *H NMR (400 MHz. CDCI3) 6.92 (d, J = 8.5, 1 H). 6.21 (dd, J = 2.5. 8.2. 1 H). 6.03 
20 (d, J = 2.5. 1 H). 3.73 (s. 3 H), 3.27 (m. 2 H). 2.59 (m. 1 H). 1 .86 (m. 1 H), 1 .75 (m, 2 H), 
1 .48 (m, 1 H). 0.968 (t, /= 7.4. 3 H). 

(^/^-4-Ethvl-l ,2,3 4-tfttrahvdro-7-hvdroxvQuinolin e / s tructure 32A «f Scheme XI w h*r» 
R 1 - 3 =H.R 4 =ethy1) . In a flame dried 100 mL rb flask equivuipped with a magnetic stir bar 

25 and a N 2 gas inlet was dissolved (/VSH^myl-U3.4-tetrahyd^7-methoxyquinoline (21 
mg. 109.9 umol) in CH2CI2 (4 mL). The solution was cooled to 0°C and a 1 .0 M solution 
of BBr3 in CH2CI2 (0.33 mL, 320 umol, 2.75 equiv) was added slowly by syringe. The 
solution was warmed to rt and stirred under a blanket of N2 for 9 h. The reaction was 
quenched by addition of sat NaHC0 3 solution (5 mL), extracted with CH2CI2 (3 x 25 mL), 

30 washed with brine (2 x 20 mL). dried (Na2S04) and concentrated in vacuo to give 19 mg 
(99%) of the desired phenolic amine as a clear yellow oil. Data for (R/S)-4-ethyl- 1 ,23,4- 



WO 96/19458 



PCI7US95/16096 



276 

tetrahydro-7-hydroxyquinoline: *H NMR (400 MHz, CDCI3) 6.85 (d, J = 8. 1 , 1 H), 6. 1 1 
(dd, J = 2.4, 8.3, 1 H), 5.98 (d, J m 2.4, 1 H), 3.25 (m, 2 H) f 2.57 (m, 1 H), 1 .85 (m, 1 H), 
1 .76 (m, 1 H), 1 .67 (m, 1 H), 1 .5 1 (m, 1 H), 0.940 (t, J = 7.4. 3 H). 

5 (/E/Sl^EthvM .2.3.4-tetrahvd^^ rComoound 
414. structure 3 3A of Scheme XL. where r!-3=r6 =H . R4 =et hvL R5=trifluoromethvlV In a 
oven dried pressure tube equi vuipped with a magnetic stir bar was dissolved (/ftS)~4-ethyl- 
l,23,4-tetrahydro-7-hydroxyquinoline (19 mg, 109 fimol) and TFEAA (excess) and ZnCl2 
(excess) in absolute EtOH (-3 mL). The sealed pressure tube was heated at 101 °C for 10 h, 

10 cooled to rt and concentrated on Celite™ to give a free flowing powder which was purified 
via flash column chromatography (silica gel, hexanes/EtOAc, 3:1) to give 3 mg (47%) of 
Compound 414 as a bright yellow solid. Data for Compound 414: Rf = 0. 1 9 
(hexanes/EtOAc, 3: 1 ); *H NMR (400 MHz, CDCI3) 7.25 (s, 1 H), 6.38 (s, 1 H), 6.36 (s, 1 
H), 4.70 (br s, 1 H), 3.40 (m, 2 H), 2.70 (m, 1 H), 1.89 (m, 2 H), 1.67 n(m, 1 H), 1.55 (m, 1 

15 H), 0.95 (t, J = 7.4, 3 H). 

EXAMPLE 315 

(/?/SV1.2.3.4-Tetrahvdro-1 .4Klimethvl-8-pvranonor5.6-glQuinoHne (Compound 415. 
structure 34A of Scheme XL. where R 1 " 3 =R 6 =R 8 =H. R 4 =methvl. R5=trifluoromethvn. 

20 In a flame dried 100 mL rb flask equi vuipped with a magnetic stir bar was dissolved 

Compound 410 (EXAMPLE 310) (10.0 mg, 35.6 pmol) in glacial acetic acid (4 mL). To 
the stirred solution was added para-formadehyde (12 mg, 356 fimol, 10 equiv). The cloudy 
yellow solution stirred for 10 min then NaCNBH3 (12 mg, 178 pmol, 5 equiv) was added at 
once. Upon addition the solution emitted gas for approx 5 min then turned bright yellow. 

25 After stirring for 12 h the solution was slowly poured over ice and quenched with NaOH 
(20%), extracted with EtOAc (2 x 25 mL), washed with brine (50 mL), dried (Na2S04) and 
concentrated in vacuo to give 8.9 mg (86%) of Compound 415 as a yellow-green solid. 
Data for Compound 415: Rf = 0.22 (hexanes/EtOAc; 3:1); X H NMR (400 MHz, CDCI3) 
7.25 (s, 1 H), 6.42 (s, 1 H), 6.35 (s, 1 H), 3.42 (m, 2 H), 3.00 (s, 3 H), 2.91 (m, 1 H), 2.00 

30 (m, 1 H), 1 .72 (m, 1 H), 1 .28 (d, J = 6.8, 3 H). 
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MAMELE-216 

f^y>-4-Ethv1-K2.3.4-tetrahvdro.1-inethvl-8-nvranonor5 fW louinoline (Compound 416. 
structure 34A of Schem e XL, where R 1-3^6^8^, B^flad, RS=trifl U nmmethv n 
In a flame dried lOOmLrb flask equivuipped with a magnetic stir bar was dissolved 
5 Compound 414 (8.0 mg, 27. 1 umol) in glacial acetic acid (3 mL). To the stirred solution 
was added /wra-formadehyde (8.0 mg, 271 umol, 10 equiv). The cloudy yellow solution 
stirred for 10 min then NaCNBH3 (8.0 mg, 135 umol, 5 equiv) was added at once. Upon 
addition the solution emitted gas for approx. 5 min then turned bright yellow. After stirring 
for 12 h the solution was slowly poured over ice and quenched with NaOH (20%), extracted 
1 0 with EtOAc (2 x 25 mL), washed with brine (50 mL), dried (Na2S04) and concentrated in 
vacuo to give 7.9 mg (94% yield) of Compound 416 as a bright yellow-green solid. Data 
for Compound 416: Rf = 0.23 (hexanes/EtOAc; 3: 1 ); 1 H NMR (400 MHz, CDCI3) 7. 20 
(s, 1 H), 6.43 (s, 1 H), 6.35 (s, 1 H), 3.47 (m. 1 H), 3.30 (m, 1 H), 3.00 (s, 3 H), 2.68 (m, 1 
H), 1 .89 (m, 2 H), 1.56 (m, 4 H), 0.980 (d. 7= 7.4, 3 H). 

15 

EXAMPLE 317 

2,2-PjmeftYl-f.23,4-tetrahvdro-6^^ 

417. structure 40 A of Scheme XMI , where R 1 ~2=r6— h. R3 =R 4 =ntftthYl 
R5=trifluoromethyJ) 

20 7-ferr-Butvloxvcarbamovl-1.2-dihvdro-2.2 ^ imethvl a uinnline (structure 36A of Scheme 

2BJL where R'=r2 =Hi ^3=^4,^,^ To a fl am e-dried 200 mL r.b. flask containing 3- 
/crr-butylcarbamoylaniline (EXAMPLE 147) (7.7 g, 0.037 mol) in 40 mL of anhydrous THF 
was added CuCl (183 mg, 1.8 mmol). triethylamine (5.15 mL, 0.037 mol) and 3-acetoxy-3- 
methyl-1 -butyne (4.66 g, 0.037 mol). The reaction mixture was brought to reflux for 5 h 

25 then cooled to it and filtered though a short pad of celite. Purification by flash column 

chromatography (silica gel, hexanes/ethyl acetate, 7:3) afforded 6.83 g (67%) of the desired 
propargyl intermediate that was used directly for the next step. The propargyl amine (6.5 g, 
0.0237 mol) was dissolved in 40 mL of anhydrous THF, CuCl (234 mg, 0.0024 mol) was 
added and the mixture was heated to reflux for 16 h. The reaction mixture was diluted with 

30 ethyl acetate (200 mL), and washed with water and brine. The organic layer was dried 

(Na2S04) and concentrated in vacuo to an oil that was subjected to chromatography (silica 
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gel, hexanes/ethyl acetate, 9:1) which afforded 2.24 g (34%) of 7-ferf-butyloxycarbamoyl- 
l,2-dihydro-2,2-dimethylquinoline along with 4.1g (63%) of the undesired regioisomer. 
Data for 7-re/t-butyloxycarbamoyl-l^-dihydro-2,2-dimethylquinoIine: *H NMR (400 
MHz, CDCI3) 6.80 (bs, 1H), 6.77 (d, 7 = 7.4, 1H),6.33 (bs, 1H),6.31 (bd,7=7.4, 1H),.6.18 
5 (d,J=9.7, 1H), 5.37 (d,7 = 9.7, lH),3.70(bs, 1H), 1.49(s,9H), 1.27 (s,6H). 



7-Amino- 1 .2. 3.4>tetrahvdro-2.2-dimethvlquinoline. A solution of 1-tert- 
butyloxycarbamoyM,2-dihydro-2,2-dimethylquinoline (3.4 g, 0.012 mol) in 150 mL of 
ethyl acetate was hydrogenated under an atmosphere of hydrogen with Pd-C 10% (340 mg) 

10 at rt for 7 h. Filtration over celite afforded 3.7 g (100%) of pure 7-terf-butyloxycarbamoyl- 
l,2 r 3,4-tetrahydro-2^-dimethylquinoline. The title compound was prepared by General 
Method 12 (EXAMPLE 147) from 7-rm-butyloxy carbamoyl -1,2,3 ,4- tetrahydro-2,2- 
dimethylquinoline (3.7 g, 0.012 mol) to afford 2.35 g (100%) of 7-amino- 1,2,3 ,4-tetrahydro- 
2 *2 -dimethyl qui no] ine as a light reddish oil. Data for 7-amino- l,2,3,4-tetrahydro-2,2- 

1 5 dimethylquinoline: *H NMR (400 MHz, CDCI3) 6.77 (d, J = 7.9, 1 H), 6.00 (dd, J = 7.9, 
2.2, 1 H), 5.8 1 (d, J = 2.2, 1 H). 3.47 (bs, 1H), 3.40 (bs, 2H), 2.66 (t, J = 6.7, 2H), 1 .65 (t, J = 
6.7, 2H), 1.18 (s,6H). 



2.2-Dimethvl- 1 ,2.3.4-tetrahvdro-6-triflorDmethvl-8-pvridonor5.6-flquinoline (Compound 
20 417. structure 40A of Scheme XL II. where Rl-^R^H. RS^-methvL 

R 5 =trifluoromethvn . This compound was prepared by General Method 1 3 (EXAMPLE 
147) from 7-amino- l,2,3,4-tetrahydro-2,2-dimethylquinoline (2.35 g, 0.012 mol), ZnCl2 
(2.74 g, 0.02 mol) and ethyl 4,4,4-trifluoroacetoacetate (2.15 mL, 0.013 mol) to afford 1.91 
g (48%) of Compound 417. Data for Compound 417: 1 H NMR (400 MHz, DMSO d6) 
25 1 1.70 (s, 1H), 7.18 (s, 1H), 6.85 (s, 1H), 6.35 (s, 1H), 2.65 (t, /= 6.6, 2H), 1.61 (t, J = 6.6, 
2H), 1.17 (s,6H). 



EXAMPLE 318 

f/&^1.2.3.4-teti^vdn>-6-tri^ 
30 (Compound 418. structure 4 7A of Scheme XLIV, where R^R2=H. R3=trifluoromethvn 
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10 



15 



20 



) ,9-di-fgrf-Butvloxvcafhamovl. 1 ■2^ihvrim-6-trifl U orom e thv | -2^.4.trim ft th Y 1^. 
PVridonorS.6-flquinoline f structure dfi^ of Scheme YLIV, wh^ p 1=p2^u 
R 3 =trifluoromcthyl) . To a suspension of NaH 60% in mineral oil (16 mg, 0.387 mmol) in 1 
mL of anhydrous THF at 0°C, was added dropwise, a solution of Compound 247 
(EXAMPLE 147) (100 mg, 0.32 mmol) and the resulting mixture was stirred at 0 °C for 10 
min. A solution of t-Boc20 (78 mg, 0.355 mmol) in 1 mL of THF was added dropwise and 
the reaction mixture was stirred at rt for 1 h. The reaction mixture was quenched with water 
(1 mL). extracted with ethyl acetate (2 x 5 mL) and concentrated in vacuo to give 148 mg 
(100%) of a yellow solid that was used directly for the next step. To a solution of 9-tert- 
butyloxycarbamoyl- 1 ,2-dihydro-2 A4-trimethyl-8-pyridono[5,6-/lquinoline ( 1 30 mg. 
0.32mmol) in 10 mL of anhydrous THF at -78°C was added n-BuLi 2.5 M in hexane (121 
mL. 0.32 mmol) and the mixture stirred for 10 min. t-Boc 2 0 (73 mg. 0.33 mmol) in 1 mL 
of THF was added and the reaction mixture stirred at -78°C for 6.5 h. The temperature was 
raised to 0 °C and the mixture quenched with water (3 mL). extracted with ethyl acetate (2 x 
10 mL). dried (Na2S0 4 ) and concentrated in vacuo to give a solid residue. Purification by 
flash column chromatography (silica gel. hexanes/ethyl acetate, 8:2) gave 79 mg (48%) of 
l,9^i-/e«-butyloxycarb^^ 

*H NMR (400 MHz, CDCI3) 7.76 (s, lH).7.72(s, lH).7.38(s. lH).5.67(s. lH).2.13(s. 
3H), 1 .62 (s, 3H), 1 .57 (s, 9H). 1 .50 (s, 9H). 



Rm-PUty|oxYcarhamovl-1.2.3.4-telrahv 

pyridpnof5,6-nqninolinr . A solution of l,9-di-ferr-butyIoxycarbamoyl-U-dihydro-2,2,4- 
trimethyl-8-pyridono[5,6-/Iquinoline (79 mg. 0.155 mmol) in 2 mL of anhydrous THF at ft 
was treated with 388 uL of BH3.THF (1.0 M in THF. 0.388 mmol) for 3 h and was then 

25 quenched with 78 UL of NaHCC>3 satd't followed by 30% H2O2 (78 uL). The reaction 

mixture was stirred for 1 h, then 2 mL of water was added. The mixture was extracted with 
ethyl acetate (5 mL), dried (Na2S0 4 ) and concentrated in vacuo to an oil that was subjected 
to flash column chromatography (silica gel, hexanes/ethyl acetate, 7:3) to give 21 mg (32%) 
of l-rm-butyloxycaroamoyl-1,2^ 

30 /jquinoline. Data for l-terr-butyloxycarbamoyI-U3,4-tetrahydro-3-hydroxy-2.2,4- 

trimethyl-8-pyridono[5,6-/]quinoline: *H NMR (400 MHz, CDCI3) 12.5 (bs, 1H), 7.51 (s, 
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1H), 7.28 (s, 1H), 6.85 (s, 1H), 3.19 (dd, J = 7.3, 5.2, 1H), 2.91 (m, 1H), 2.14 (d, J = 7.0, 
1H), 1.65 (s, 3H), 1.55 (s,9H), 1.52 (s,3H), 1.46 (d, 7 = 6.1, 1H). 

f/fr^-1.2.3.4-teti^vdro-6-trifl 
5 (Compound 418. structure 4 7A of Scheme XLIV. where R^R3=H. R3=trifluoromethvn 
To a suspension of PCC (50 mg, 0.23 mmol) in 2 mL of dichloromethane at rt was added 1- 
re/t-butyloxycarbamoyl- 1 ,2,3,4-tetrahydix>-3-hydroxy-6-tri^ 

pyridono[5,6-/lquinoline (16) (10 mg, 0.023 mmol) in 1 mL of dichloromethane. The 
reaction mixture was stirred at it for 1 .5 h, then it was filtered over celite and the solvent 

10 was removed in vacuo to give a dark oil that was subjected to flash column chromatography 
(silica gel, hexanes/ethyl acetate, 6:4) to give 5.5 mg (56%) of 1-rerf-butyloxycarbamoyl- 
l,2,3,4-tetrahydro^trifluoromethyl-2£ that 
was used directly for the next step. The tide compound was prepared by General Method 12 
(EXAMPLE 147) from l-ter/-butyIoxycart>amoyl-l,2,3,4-tetra^^ 

1 5 2^,4-trimethyl-8-pyridono[5,6-y]-3-quinolinone (5.5 mg, 0.01 3 mmol) to afford 3 mg (7 1 %) 
of Compound 418. Data for Compound 418: l H NMR (400 MHz, CDCI3) 12.3 (bs, 1H), 
7.51 (s, 1H),6.85 (s, 1H),6.71 (s, lH),4.27(s, 1H),3.61 (q,7 = 6.3, 1H), 1.55 (d,/=6.3, 
3H), 1.40 (s,3H), 1.31 (s,3H). 

20 EXAMPLE 319 

5>Trifluoromethvl>7-pvridonor5.6-g1indoline fCompound 419. structure 49A of Scheme 
XLV, whgre R'^trjflupro^thYl, rMd 

6-Aminoindoline . A solution of 6-nitroindoline (1 g, 6.1 mmol) in 50 mL of ethyl acetate 
was hydrogenated under an atmosphere of hydrogen with Pd-C 10% (100 mg) at it for 3 h. 
25 Filtration over celite afforded 1.0 g (98%) of 6-aminoindoline. Data for 6-aminoindoline: 
*H NMR (400 MHz, CDCI3) 7.40 (d, J = 7.4, 1H), 6.05 (d, J = 2.0, 1H), 6.03 ( d, J = 7.5, 
1H), 3.67 (bs , 1H), 3.49 (t, J= 8.1, 2H), 3.48 (bs, 2H), 2.90 (t, J = 8.2, 2H). 

5-Trifluoromethvl-7-Dvridonor5.6-e1indoline ( Compound 419. structure 49A of Scheme 
30 XLV. where R^gtrifluoromethvl. R^H) This compound was prepared by General Method 
13 (EXAMPLE 147) from 6-aminoindoline (200 mg, 1.2 mmol), ZnCl2 (262 mg, 1.93 
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mmol) and ethyl 4,4,4-trifluoroacetoacetate (194 mL. 1 .32 mmol) to afford 100 mg (32%) of 
Compound 419. Data for Compound 419: *H NMR (400 MHz, DMSO d6) 12. 1 (s, IH), 
7.31 (s, IH), 6.82 (s, IH), 6.49 (s, IH), 6.40 (s. IH), 3.59 (t, J = 8.1. 2H). 3.01 (t, S- 8.1, 
2H). 

5 

EXAMPLE 320 

8>f4-QilorobenzovlVS>trifluoromethvl^Dvridonor5. 6-g1indoline (Compound 420. structure 

50A of Scheme XLV. where Rl==trifluromethvL R2=H. R3=4-chloronhEnvn 

To a solution of Compound 419 (EXAMPLE 3 1 9) ( 1 3 mg, 0.05 mmol) in 2 mL of 

10 anhydrous THF at -78 °C was added n-BuLi 2.5 M in hexane (21 mL, 0.05 mmol) and the 
resulting mixture was stirred for 15 min. Then 4-chlorobenzoyI chloride (6.4 mL, 0.05 
mmol) was added and the reaction mixture was slowly brough to rt over a period of 30 min. 
The reaction mixture was quenched with a saturated aqueous solution of NH4CI (1 mL), 
extracted with ethyl acetate (5 mL) and concentrated in vacuo to an oil that was subjected to 

15 flash column chromatography (silica gel, hexanes/ethyl acetate, 8:2) which afforded 3 mg 
( 1 5%) of Compound 420. Data for Compound 420; *H NMR (400 MHz, CDCI3) 8. 1 9 (d, 
J = 8.6, 2H), 7.77 (s, 1H), 7.51 (d, J = 8.6, 2H), 7.25 (s, IH), 6.99 (s, IH), 4.45 (s, 1H), 3.77 
(t. J = 8.0, 2H), 3.28 (t, J = 8.0, 2H). 

20 EXAMPLE 321 

7'rgrr-ButvloxvcarbamovM.2>dihvdro-2 ^8-trimethvlquinoline (structure 36A. Scheme 
XLn, where Rl»R3^R4 aKmet hvl. r2=H. P=r-butoxv. X=NHV To a flame-dried 10 mL r.b. 
flask containing 3-rerr-butylcarbamoyl-2-methylaniline (EXAMPLE 155) (490 mg, 0.0022 
mol) in 3 mL of anhydrous THF was added CuCI (1 1 mg, 0.1 mmol), triethylamine (307 

25 mL, 0.0022 mol) and 3-acetoxy-3-methy I- 1 -butyne (278 mg, 0.0022 mol). The reaction 
mixture was brought to reflux for 5 h then cooled to it and filtered through a short pad of 
celite. Purification by flash column chromatography (silica gel, hexanes/ethyl acetate, 7:3) 
afforded 290 mg (46%) of the desired propargyl intermediate that was used directly for the 
next step. The propargyl amine (290 mg, 0.001 mol) was dissolved in 5 mL of anhydrous 

30 THF, CuCI (5 mg, 0.05 mmol) was added and the mixture was heated to reflux for 1 6 h. 
The reaction mixture was diluted with ethyl acetate (10 mL), and washed with water then 
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brine. The organic layer was dried (Na2S04) and concentrated in vacuo to an oil that was 
subjected to chromatography (silica gel, hexanes/ethyl acetate, 9:1) which afforded 1 14 mg 
(40%) of 7-rert-butyloxycarbamoyl-l t 2-dihydro-2 f 2 t 8-trimethylquinoline. Data for 7-ferf- 
butyloxycarbamoyl- 1 ,2^ihydro-2,2,8-trimethylquinoline: *H NMR (400 MHz, CDCI3) 
5 6,85 (d, J = 7.4, 1H), 6.75 (d, J = 7.4, 1H), 6.23 (d, J = 9.5, 1H), 6. 1 8 (bs, 1 H), 5.42 (d, / = 
9.5, 1H), 3.57 (bs, 1H), 1 .92 (s, 3H), 1 .45 (s, 9H), 1 .29 (s, 6H). 

7>Amino-K2.3.4-tetrahvdro-2.2.8-trimethvlouinoline. A solution of 1-tert- 
butyloxycarbamoyl-l^-dihydro-2,2,8-trimethylquinoline (1 14 mg, 0.39 mmol) in 4 mL of 

10 ethyl acetate was hydrogenated under an atmosphere of hydrogen with Pd-C 10% (1 1 mg) at 
rt for 7 h. Filtration over Celite afforded 60 mg (60%) of 7-rm-buty loxycarbamoy 1- 1 ,2,3,4- 
tetrahydro-2^2,8-trimethylquinoline. The title compound was prepared by General Method 
12 (EXAMPLE 147) from 7-rm-butyloxycarbamoyl-l,2,3,4-tetrahydro-2^,8- 
trimethylquinoline (60 mg, 0.206 mmol) to afford 30 mg (77%) of 7-amino- 1,2,3,4- 

1 5 tetrahy dro-2,2 t 8-trimethy Iquinoline as a light reddish oil. Data for 7-amino- 1 ,2,3,4- 

tetrahydro-2A8-trimethylquinoline: *H NMR (400 MHz, CDCI3) 6.70 (d, J = 7.9, 1H), 
6.09 (d, / = 7.9, 1 H), 3.30 (bs. 3H), 2.7 1 (t, / = 6.7, 2H), 1 .89 (s, 3H), 1 .65 (t, J = 6.7, 2H), 
1.21 (s,6H). 

20 2.2. 1 0-Trimethvl- 1 .23.4-tetrahvdro-6-trifloromethvl-8- Dvridonor5.6-flouinoHne 

(Compound 421. structure 40A of Scheme XLII. where Rl=R3=R4 =met hvl. r2=r6 =H , 
R 5 =trifluoromethvn . This compound was prepared by General Method 13 (EXAMPLE 
147) from 7-amino- l^,3,4-tetrahydro-2,2,8-trimethy Iquinoline (30 mg, 0.159 mmol), ZnCl2 
(35 mg, 0.255 mmol) and ethyl 4,4,4-trifluoroacetoacetate (26 mL, 0.175 mmol) to afford 

25 21 mg (42%) of Compound 421. Data for Compound 421: *H NMR (400 MHz, CDCI3) 
9.13 (s, 1H), 7.34 (s, 1H), 6.67 (s, 1H), 4.10 (s, 1H), 2.88 (t, J= 6.7, 2H), 2.10 (s, 3H), 1.75 
(t,7 = 6.7,2H), 1.30 (s,6H). 



EXAMPLE 322 

30 1^3.4-Teti^vdro-6-trifluoromethvl-8-pvridonof5.6-nquinoline (Compound 422. structure 
g3A pf Scheme XhV} t where r1-3 = r5 =Hi R^fluprpmeftyl) 
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7-Nitro- ) A3,4-tetrahvdroguinoling- 1 A3,4-Tetrahydroquinoline (5 g, 0.0375 mol) was 
dissolved in 16 mL of sulfuric acid and the temperature lowered to 0°C, then 90% fuming 
nitric acid (1.67 mL, 0.0375 mol) was added slowly and the mixture strirred at 0°C for 30 
min. It was then poured onto 100 g of ice and extracted with dichloromethane (2 x 100 
5 mL). The organic phase was washed with saturated aqueous solution of NaHC03 (75 mL) 
and concentrated in vacuo to a reddish residue that was subjected to chromatography (silica 
gel. hexanes/ethyl acetate, 8:2) which afforded 4.1 g (61%) of 7-nitro- 1,2,3,4- 
tetrahydroquinoline. Data for 7-nitro- 1,2,3,4-tetrahydroquinoline: *H NMR (400 MHz, 
CDCI3) 7.39 (dd, 7=8.3. 2.2, 1H), 7.26 (d, J = 3.5, 1H), 7.01 (d,7=8.3. lH),4.16(bs, 
10 1H). 3.35 (t, 7 = 5.0, 2H), 2.8 (t, 7 = 6.3, 2H), 1 .95 (quintet, 7 = 6. 1 . 2H). 

7-AmiT10-1.2.3.4-tetrahvdromiinolin e ^structure SIX of Scheme XLVI. whpn» p 1-3=1^ A 
solution of 7-nitro- 1,23,4-tetrahydroquinoline (396 mg, 0.0022 mol) in 4 mL of ethyl 
acetate was hydrogenated under an atmosphere of hydrogen with PdC 10% (40 mg) at rt for 
15 2 h. Filtration over celite afforded 330 mg (100%) of 7-aimnc>- 1,2,3,4-tetrahydroquinoline. 
Data for 7-amino- 1 ,2,3,4-tetrahydroquinoline: *H NMR (400 MHz, CDCI3) 6.72 (d, 7 = 
7.9, 1H). 6.00 (dd. 7 = 7.9,2.3. lH),5.84(d,7 = 2.3, lH).3.67(bs, 1H), 3.42 (bs, 2H), 3.24 
(t, 7 = 5.0. 2H), 2.65 (t, 7 = 6.4, 2H), 1 .91 (quintet, 7 = 6.0 Hz. 2H). 

20 i^.4-Tetrahvdro-6^trifluoromethvl-8-pvrirfnnors.6-/lgtiinf>Hn q fComnonnH AV>. s tructujs 
?3A pf Scheme XLVI. where R»-3=r5 =H R4 = trifhlommfttfavl> ^ compound was 
prepared by General Method 13 (EXAMPLE 147) from 7-amino- 1,2,3,4- 
tetrahydroquinoline (330 mg, 0.0022 mol), ZnCfe (452 mg, 0.0033 mol) and ethyl 4,4,4- 
trifluoroacetoacetate (356 mL. 0.0024 mol) to afford 70 mg (1 1 %) of Compound 422. Data 

25 for Compound 422: *H NMR (400 MHz, DMSO d 6 ) 1 1 .7 (bs. 1H), 7.1 1 (s, 1H), 6.92 (s, 
1 H), 6.35 (s, 2H), 3.22 (bs, 2H), 2.7 1 (t, 7 = 5. 1 , 2H), 1 .93 (quintet, 7 = 6. 1 , 2H). 

EXAMPLE 323 

} ^-DihYdro-6-trifliioromethYl-l .2.2.4-tetram e thvl.^p v ridonor!>.6.n n ninolin e rPn^ponpH 
30 423 - ^cture 60 of Scheme XVI. where R 1-2,p 5 ,h. R^n^^^ 7^ 
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To a stirred solution of Compound 247 (EXAMPLE 147) (100 mg, 0.323 nunol) and 
paraformaldehyde (98 mg, 3.23 mmol) in 3 mL of acetic acid at rt was added portionwise 
sodium cyanoborohydride (102 mg, 1.61 mmol). The resulting mixture was stirred at 25°C 
for 29 h then carefully poured into 20% aqueous NaOH (10 mL) and ice 10 g and the pH 
5 adjusted to -7. The mixture was extracted with dichloromethane (25mL), dried (Na2SQ4) 
and concentrated in vacuo to a fluorescent yellow solid that was subjected to flash column 
chromatography (silica gel, hexanes/ethyl acetate, 8:2) to give 92 mg (71%) of Compound 
423. Data for Compound 423: *H NMR (400 MHz, CDCI3) 1 1 .21 (bs, 1H), 7.33 (s, 1H), 
6.67 (s, 1H), 6.23 (s, 1H), 5.39 (s, 1H), 2.92 (s, 3H), 2.02 (s. 3H), 1.38 (s, 6H). 

10 

EXAMPLE 324 

3.3>Dimethvl-5-trinuoromethvl-7> pvridonor5.6>glindoHne (Compound 424. structure 57 A 
of Scheme XL VII. where R j smethvK R^=R 4 =H- R3=trifluoromethvn. 
2>bromo-A^f2-methvl>2-propenvlVS-nitroanili ne (structure 55 A of Scheme XLVIL where 

15 R 1 =methvl. R^H) To a suspension of NaH 60% dispersion in oil (97 mg, 0.0023 mol) in 2 
mL of anhydrous THF at 0°C was added 2-bromo-5-nitroaniline (500 mg, 0.0023 mol) in 2 
mL of THF dropwise, the temperature was raised to rt to complete deprotonation then 
lowered to 0 °C. 3-bromo-2-methylpropene (232 mL, 0.0023 mol) was added very slowly 
and the reaction mixture was stirred at 0°C for 3 h then neutralized with water (5 mL). The 

20 mixture was extracted with ethyl acetate (2x10 mL), dried (Na2S04) and concentrated in 
vacuo to an oil that was subjected to flash column chromatography (silica gel, hexanes/ethyl 
acetate, 8:2) to give 200 mg (32%) of 2-bromo-^-(2-methyl-2-propenyl)-5-nitroaniline 
(structure 55 A of Scheme XL VII, where R 1 =methyl, r2=H). Data for 2-bromo-AH2- 
methyl-2-propenyl)-5-nitroaniline: *H NMR (400 MHz, CDCI3) 7.55 (d, J = 8,5, 1H), 7.40 

25 (dd. J = 8.5, 2.8. 1H), 7.39 (d, J = 2.8, 1H), 4.96 (s, 2H), 4.95 (bs, 1H), 3.82 (d, J = 5.9, 2H), 
1.81 (s,3H). 

3.3-Dimethvl-6-nitroindoline (structure S6A of Schem e XLVIL where Rl=methvl. R^Hl 
A solution of 2-bromo-M<2-methyl-2-propenyl)-5-nitroaniline (100 mg, 0.369 mmol), 
Pd(OAc)2 (2 mg, 0.0073 mol), BiLjNBr (1 19 mg, 0.369 mmol) and triethylamine (129 mL, 
30 0.922 mmol) in 1 mL of dry DMF under argon atmospere was heated at 80 °C for 1 h. Then 
sodium formate (25 mg, 0.369 mmol) was added to the reaction mixture with continued 



WO 96/19458 



PCTAJS95/16096 



heating at 80 °C for 20 h. Water (2 mL) was added and the mixture was extracted with ethyl 
acetate (2x5 mL), dried (Na2S04) and concentrated in vacuo to an oil that was subjected to 
flash column chromatography (silica gel, hexanes/ethyl acetate, 8:2) to give 60 mg (80%) of 
3,3-dimethyl-6-nitroindoline. Data for 3,3-dimethyl-6-nitroindoline: *H NMR (400 MHz, 
5 CDCI3) 7.60 (dd, 7= 8.2, 2.0, 1 H), 7.35 (d, J = 2.0, 1 H), 7.08 (d, J = 8.2, 1 H), 3.98 (bs, 1 H), 
3.41 (s,2H), 1.33 (s,6H). 

6-Amino-3.3-dimethvltndoline . A solution of 33-dimethyl-6-nitroindoIine (60 mg, 0.31 
mmol) in 3 mL of ethyl acetate was hydrogenated under an atmosphere of hydrogen with 
1 0 Pd-C 1 0% ( 1 0 mg) at rt for 3 h. Filtration over celite afforded 45 mg (90%) of 6-amino-3,3- 
dimethylindoline. Data for 6-amino-3,3-dimethylindoline: *H NMR (400 MHz, 
CDCl3)6.80 (d, J = 7.8, 1H), 6.08 (dd, 7 = 7.8, 2.1, 1H), 6.01 (d,/ = 2.1, 1H), 3.60 (bs, 1H), 
3.50 (bs, 2H), 3.26 (s, 2H), 1.25 (s, 6H). 

15 3.3-Dimethvl-5-trifluoromethvl-7-pvridonor5.6-g1i ndoline (Compound 424. structure S7A 
of Scheme XLVIL where R»=methvl. r2=r4 =H . R3 =trifluoromethvtt . This compound 
was prepared by General Method 13 (EXAMPLE 147) from 6-amino-3,3-dimethylindoline 
(45 mg, 0.277 mmol), ZnCl2 (57 mg, 0.416 mmol) and ethyl 4,4,4-trifluoroacetoacetate (45 
mL, 0.305 mmol) to afford 7.3 mg (9%) of 3,3-dimethyl-5-trifluoromethyI-7-pyridono[5,6- 

20 e]indoline (22). *H NMR (400 MHz, CDCI3) 12.4 (bs, 1H), 7.32 (s, 1H), 6.73 (s, 1H), 632 
(s. 1H), 4.33 (s, 1H), 3.45 (s, 2H), 1.36 (s, 3H). 

EXAMPLE 32S 

(/ySyL2.3,4-Tetrahvdi^ 
25 (Compound 425. structure 62A of Scheme XLVm. where r1-3=r6-h. R4=methvL 
R5=trifluoromethvn. 

1 .2.3.4-Tetrahvdro4-quinolinone (structure S9A of Scheme XL VIII. where R^ 3 =H> . In a 
200 mL r.b. flask was introduced aniline (9.78 mL, 0.107 mol), acrylic acid (7.36 mL, 0.107 
mol) and toluene (100 mL). The reaction mixture was stirred and heated at 100° C for 16 h, 
30 cooled to rt and the solvent was removed in vacuo to give 10.34 g (60%) of the desired 

intermediate carboxyltc acid .that was used directly without further purification for the next 
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step- In a 500 mL r.b. flask was introduced the acid (10.34 g, 0.064 mol) and 
polyphosphoric acid (200 mL). The reaction mixture was stirred and heated at 100° C for 
1 6 h. The reaction mixture was cooled to rt, poured onto 700 mL of a 1 : 1 mixture of 
ice/water and neutralized slowly with NaOH. The aqueous phase was extracted with ethyl 
5 acetate (3 x 200 mL), dried (Na2S04) and the solvent was removed in vacuo to give a solid 
residue that was subjected to flash chromatography (silica gel t hexanes/ethyl acetate, 6: 1) to 
afford 6.97 g (76%) of L2,3,4-tetrahydit>-4-quinolinone. Data for l,2,3,4-tetrahydro-4- 
quinolinone: *H NMR (400 MHz, CDCI3) 7.84 (dd, 7 = 7.9 , 1 . 1 , 1 H), 7.28 (ddd, 7 = 7.9, 
7.9, 1.2, 1H). 6.72 (ddd, 7=8.1, 8.1, 0.8, 1H), 6.66 (d, 7 = 8.1, 1H),4.49 (s, 1H). 3.56 (t, 7 = 
10 6.9, 2H). 2.69 (t, 7 = 6.8, 2H). 

Uf^Butvloxvcarbonvl>K2 3.4-tetrahvdro^-ouinolinone. To a stirred solution of B0C2O 
(10.05 g, 0.046 mol) and 1 ,2,3,4-tetrahydro-4-quinolinone (6.16 g, 0.042 mol) in THF (100 
mL) at 0° C was added slowly DMAP (5.1 1 g, 0.042 mol) in 100 mL of THF. The reaction 

15 mixture was stirred overnight, then water (75 mL) was added and the mixture was extracted 
with ethyl acetate (2 x 200 mL). The organic phase was dried (Na2S04) and the solvent 
was removed in vacuo to give a solid residue that was subjected to flash chromatography 
(silica gel, hexanes/ethyl acetate, 8:2) which afforded 8.5 g (82%) of 1-rert- 
butyloxycaibamoyl-l,23»4-teti^ydro-4-quinolinone. Data for 1-ferr-butyloxycaibonyl- 

20 1 ,23,4-tetrahydro-4^uinolinone: *H NMR (400 MHz, CDCI3) 7.98 (dd, 7 = 7.9, 1 .7, 1 H), 
7.76 (d, 7 = 8.4, 1H), 7.49 (ddd, 7= 7.5, 7.5, 1.7, 1H), 7.15 (ddd, 7= 8.0, 8.0, 0.9, 1H), 4.15 
(t, 7 = 6.3, 2H), 2.76 (t, 7 m 6.6, 2H), 1 .55 (s, 9H). 

1 -terr-Butvloxvcarbonvl- 1 ^.3,4-tetrahvdro-4-hvdroxv-4-methvlquinoline . To a solution of 
25 1 -ferf-butyloxycarbony 1- 1 ,2,3,4-tetrahydro-4-quinolinone ( 1 70 mg, 0.687 mmol) in THF (5 
mL) at 0° C was added 3.0 M methylmagnesium bromide in ether (688 mL, 2. 1 mmol). The 
reaction mixture was stirred at 0° C for 1 h then quenched with water (2 mL), extracted with 
ethyl acetate (2 x 10 mL), dried (Na2S04) and the solvent was removed in vacuo to give an 
oil that was subjected to flash chromatography (silica gel, hexanes/ethyl acetate, 7:3) to 
30 afford 120 mg (66%) of l-f£rr-butyIoxycarbonyl-l,23Atetrahydro-4-hydroxy-4- 
methylquinoline . Data for l-rcrt-butyloxycaibonyl-l^^^tetrahydro^hydroxy^ 
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methylquinoline: *H NMR (400 MHz, DMSO-d6) 7.54 (d, J = 7.7, 1H), 7.50 (dd, J = 7.7, 
1.5. 1H), 7.14 (ddd, 7=7.3. 7.3, 1.7, 1H). 7.04 (ddd,/= 7.9, 7.9, 1.0, 1H), 5.14(s, 1H), 
3.69 (m. 2H). 1 .87 (t, J = 6.5, 2H), 1 .46 (s, 9H), 1 .37 (s, 3H). 

5 1 -ygrf-Butvloxvcarbonvl-1 .2.3.4-tetrahvdn>4-methvlQuinnlinP A solution of 1 -tert- 

butyloxycarboijylO^ I 3,4-tetrahydro^ydroxy-4-methylquinolinc (109 mg, 0.41 mmol) in 
ethyl acetate (3 mL) was hydrogenated under an atmosphere of hydrogen with 10% Pd/C (10 
mg) and a trace of cone. H2SO4 at it for 7 h. Filtration over Celite™ affoided 93 mg (92%) 
of l-rert-butyloxycarbonyl-l^,3,4-tetrahydro-4-methylquinoIine. Data for \-tert- 
1 0 butyloxycarbonyl- 1 ^3,4-tetrahydro-4-methylquinoline: *H NMR (400 MHz, CDCI3) 7 62 
(d,7=8.1, 1H), 7.16 (d.7= 7.8, 1H). 7.1 1 (ddd,/= 7.8, 7.8, 1.6, 1H),7.01 (ddd,/ = 7.7, 
7.5, 1 .0, 1 H), 3.7 1 (m. 2H), 2.87 (ddq, J = 6.8, 6.8, 6.8. 1H), 2.04 (dddd. J = 7.4. 7.4. 7.4, 
6.1. 1H), 1.61 (m, 1H), 1.51 (s, 9H), 1.3 (d, J= 6.8, 3H). 

15 1.2.3.4-tetrahvdro-4-methvlouinoline (structure 60A o f Scheme xXVIII. where R 1-3 = H , 
R 4 =methyl) . This compound was prepared by General Method 12 (EXAMPLE 147) from 
l-tert-butyloxycaitonyl-l^,3,4-tetrahydro^methylquinoline (93 mg, 0.353 mmol) to 
afford 55 mg (95%) of 1.2,3,4-tetrahydro-4-methylquinoIine as an oil which was used 
directly without purification for the next step. 

20 

7-Nitro- 1 .2.3.4-tetrahvdro^methvlqiiii^ l j n» 1 ^3,4-Tetrahydro-4-methylquinoline (55 
mg. 0.337 mmol) was dissolved in sulfuric acid (0.5 mL) and the temperature was lowered 
to 0° C. To this solution 90% fuming nitric acid (15 mL, 0.337 mmol) was added slowly 
and the mixture stirred at 0° C for 1 h, then warmed to rt. The reaction mixture was poured 

25 onto 1 g of ice and extracted with dichloromethane (2x5 mL). The organic phase was 
washed with sat NaHC03 (1x3 mL) and concentrated in vacuo to a reddish residue that 
was subjected to chromatography (silica gel, hexanes/ethyl acetate, 8:2) which afforded 36 
mg (52%) of 7-nitro-1^.3,4-tetrahydro-4-methyIquinoline. Data for 7-nitro- 1,2,3,4- 
tetrahydro-4-methylquinoline: *H NMR (400 MHz, CDCI3) 7.41 (dd, / = 8.3, 2.2, 1H), 

30 7.27(d,y=2.3. 1H),7.11 (d,7 = 8.3, 1H),4.21 (s, 1H), 3.35 (m, 2H), 2.95 (m, 1H), 1.96 
(m, 1H), 1.72 (m. 1H), 1.3 (d, J = 7.0, 3H). 
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L2 1 3 J 4£Iitrahydi^^ 

425) . A solution of 7-nitrx>-l,2,3,4-teti^ydro^methylquinoline (36 mg f 0.172 mmol) in 
ethyl acetate (3 mL) was hydrogenated under an atmosphere of hydrogen with 10% Pd/C (4 
5 mg) at rt for 2 h. Filtration over Celite™ afforded 26 mg (85%) of 7-amino-l ,2,3,4- 
tetrahydro-4-methylquinoline (structure 61A of Scheme XL VIII, where R 1-3 =H, 
R 4 =methyl) that was used without further purification for the next step. The title compound 
was prepared by General Method 13 (EXAMPLE 147) from 7-amino- 1 ,2,3,4-tetrahydro-4- 
methylquinoline (26 mg, 0.145 mmol), ZnCl2 (30 mg, 0.218 mmol) and ethyl 4,4,4- 
10 trifluoroacetoacetate (21 mL, 0. 145 mol) to afford 0.8 mg (2%) of 1 ^,3,4-tetrahydro-4- 
methyl-6-trifluoromethyl-8-pyridono[5 f 6-g]quinoline (Compound 425). Data for 
Compound 425: *H NMR (400 MHz, DMSO-d6) 1 1.65 (bs, 1H), 7.20 (s, 1H), 6.96 (s, 
1H), 6.37 (s, 2H), 3.25 (m, 2H), 2.90 (m, 1H), 1.84 (m, 1H), 1.59 (m, 1H), 1.20 (d, J = 6.9, 
3H). 

15 

EXAMPLE 326 

1 .2-Pihvdn>-2.2.4-trimethvl-6^^ (Compound 426. 

structure 57 of Scheme XVII. where R»=r 2=R R3=methoxvmethvL X=Nffl 

To a flame-dried 25-mL rb flask at rt was added ethanol (10 mL) and 7-amino-l, 2-dihydro- 

20 2,2,4-trimethylquinoline (EXAMPLE 147)(600 mg, 3.5 mmol), and the mixture stirred at rt 
until the amine had completely dissolved. Methyl -4-methoxy ace toacetate (680 pL, 5.3 
mmol, 1 .5 equiv) was then added, followed by ZnCl2 (960 mg, 7.0 mmol, 2.0 equi v). The 
reaction was stirred at rt under N2 for 24 h. The solvent was removed under reduced 
pressure, and the solid residue was dissolved in EtOAc (10 mL). The organic phase was 

25 washed with sat'd. NaHC03 (adjusted to pH 9 with 3.0 M NaOH) (3x5 mL), dried 

(Na2S04), and concentrated under reduced pressure. Purification by flash chromatography 
(silica gel, CH2CI2 / MeOH, 9: 1 ), afforded 65 mg (7%) of Compound 426 as a dark yellow 
powder. Data for Compound 426: R/0.42 (CH2Cl2:MeOH, 9: 1); *H NMR (400 MHz, 
DMSO-d6) 1 1.24 (s, 1H, 9-H), 7.12 (s, 1H, 5-H), 6.63 (s, 1H, 7-H), 6.26 (s, 1H, 10-H), 

30 6.04 (s, 1H, 3-H ), 5.35 [s, 1H, (CH3)2CNJ/ ), 4.56 (s, 2H, C//2). 3.37 (s, 3H, OCi/3), 1 .93 
(s, 3H, 4-C//3). 1.21 [s, 6H, C(C//3)2l- 
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EXAMPLE 327 

1 ,2.2.-Trimethvl- 1 ^.S.^tetrahvdro-e- trifluromethvl-S-pvranonorS.frglquin^inP. 
(Compound 427. structure 41A of Scheme XLII. where r!-2 = r6 =r 8 =H . R3-4 =TT ^ t h y i | 
5 R5=trifluoromethvlV 

This compound was prepared in the manner similar to that described for Compound 416 
(EXAMPLE 3 1 6) from Compound 412 (EXAMPLE 3 1 2) (5 mg) to give Compound 427 
(4.2 mg, 93% yield) as a bright yellow solid. Data for Compound 427: 1 HNMR(400 
MHz. CDC1 3 ) 7.19 (s, 1 H). 6.49 (s. 1 H). 6.36 (s, 1 H), 2.91 (s, 3 H), 2.78 (t, 7= 6.5, 2 H), 
10 1 .84 (t, J = 6.5, 2 H), 1 .31 (s, 6 H). 

EXAMPLE 328 

(/KS)- 1 ^.3.4-Ten^hvdro^Dropvl-fr.triflu 0 mm ft th v I.8-pvranf m or5.6-g1ouinolm e 
(Cprnpound 428, structure 33A of Scheme XL. w here R 1-3, ro^h. R4=n-nmpv» 
15 R 5 =trifluommPfh Y l) 

l-^ry-Putpx Y part)opYl.4-hvdroxY-7-methoxv-4-propvlq tiinolmP This compound was 
prepared in a manner similar to that described fpr l-tert-butPxycarbcnyl-4-ethyI-4-hydroxy- 
7-methpxyquinpline (EXAMPLE 314) from l-terf-butoxycarbonyl-U3,4-tetrahydro-7- 
methpxy-4-quinplinpne (100 mg) tp give the desired quinpline (51.2 mg, 40% yield) as an 
20 off-white splid. Date for l-tert-butPxycarbpnyl^hydroxy-7-methpxy-4-prppyl-quinpline: 
*H NMR (400 MHz, CDC1 3 ) 7.37 (d, J = 8.7, 1 H), 7.30 (d, J = 2.5, 1 H). 6.66 (dd, J = 8.9, 
2.8, 1 H), 4.08 (m, 1 H), 3.86 (s. 3 H), 3.42 (m, 1 H), 2.04 (m, 1 H), 1.89 (m, 1 H), 1.81 (m, 
2 H), 1 .53 (s, 9 H), 1 .26 (m, 2 H). 0.90 (t, / = 7.3, 3 H). 

25 >-re/7-ButPxvcarbpnvl-7-methoxv^p»pvlQuinoline - This compound was prepared in a 
manner similar tp that described fpr l-/erf-butPxycarbpnyl-4-emylO,2,3,4-teti^ydrp-7- 
methpxyquinpline (EXAMPLE 314) from l-/err-butoxycarbonyl-l^,3,4-tetrahydro-4- 
hydroxy-7-methoxy-4-propylquinoline (50 mg) tp give the desired quinpline (44.3 mg, 94% 
yield) as a cclprless oil. Data fpr l-fcrr-butPxycarbonyI-7-methoxy-4-propylquinoline: *H 

30 NMR (400 MHz, CDCI3) 7.27 (d. / = 2.5, 1 H), 7.01 (d, J = 8.6, 1 H), 6.59 (dd, J = 8.5, 
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2.5, I H), 3.78 (s, 3 H), 3.73 (m f 1 H), 3.58 (m f 1 H) t 2.70 (m, 1 H), 1.94 (m, 1 H), 1.71 (m, 
1 H), 1 .63 (m, 1 H) f 1 .53 (s, 9H), 1 .40 (m, 3 H), p.93 (t f J = 7.2. 3 H) 

1^.3.4-Tetrahvdro-7-nfethoxv-4-propvlquinoline (structure 32A of Scheme XL. where 
5 3=H. R 4 =n-propvl) . This compound was prepared in a manner similar to that described for 
4-ethyl-l,23»4-tetrahydro-7-methoxyquinoline (EXAMPLE 314) from 1-rm- 
butoxycarbonyl-1^3,4-tetrahydrcH7-mcthoxy^-propylquinoline (44 mg) to give the desired 
quinoline (28 mg t 98%) as a colorless oil. Data for l,2,3,4-tetrahydro-7-methoxy-4- 
propylquinoline: 1 H NMR (400 MHz, CDCI3) 6.90 (d, / = 8.2, 1 H), 6.20 (dd, / = 8.4, 2.6, 
10 1 H), 6.03 (d, 7= 2.5, 1 H), 3.83 (br s. 1 H), 3.72 (s, 3 H), 3.28 (m, 2 H). 2.68 (m, 1 H), 1.89 
(m, 1 H), 1 .75 (m, 1 H), 1 .60 (m, 1 H), 1 .46 (m, 3 H), 0.94 (t, 7 = 7.1,3 H) 

K2.3.4-Tetrahvdro-7-hvdroxv-4-p ropvlquinoline . This compound was prepared in a manner 
similar to that described for 4-ethyM^3.4-tetrahydro-7-hydroxyquinoIine (EXAMPLE 

15 314) from 1 ,23.4-tetrahydro-7-methoxy^-propylquinoline (28 mg) to give the desired 
quinoline as a colorless oil, which was used without further purification in the following 
reaction. Data for 1^3,4-tetrahydro.7-hydroxy-4-propylquinoline: *H NMR (400 MHz, 
CDCI3) 6.84 (d, J = 8.2, 1 H), 6. 10 (dd, / = 8.2, 2.3, 1 H), 5.97 (d, J = 2.2, 1 H), 3.78 (br s, 
1 H), 3.29 (m 1 H), 3.21 (m, 1 H), 2.66 (m, 1 H), 1.87 (m, 1 H), 1.75 (m, 1 H), 1.60 (m, 1 

20 H), 1 .45 (m, 3 H), 0.933 (t. J = 7.2, 3 H). 

4-PropyM t 2,3 1 4-tetrahydr^ (Com pound 4281 . 

This compound was prepared in a manner similar to that described for Compound 414 
(EXAMPLE 314) from l^,3,4-tetrahydro-7-hydroxy-4-propylquinoline (23 mg) to give the 
25 Compound 428 (28.4 mg, 61 %) as a yellow solid. Data for Compound 428: *H NMR (400 
MHz, CDCI3) 7.23 (s, 1 H), 6.37 (s, 1 H), 6.36 (s, 1 H), 4.70 (br s, 1 H), 3.40 (m, 2 H), 2.81 
(m, 1 H), 1.88 (m, 2 H), 1.47 (m, 3 H), 0.963 (t, / = 7.2, 3 H) 
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EXAMPIJS320 
U.3.4-T^YftD-2,2,4-trimethvl-^ 

<Q<?mpQuj)4 429, structure 65A of Scheme YT.IX when, R 1-2 ^7^. u3-5^ th ^ 
R 6 =trifluoromethvl. XsSV 

5 To a solution of Compound 266 (EXAMPLE 166) (50 mg, 0.15 mmol) in dichloromethane 
(7 mL) was added triethylsilane (0.23 mL , 1.5 mmol) and TFA (0.25 mL) at rt. After 15 
h. the reaction was complete according to TLC. The reaction mixture was quenched with a 
saturated NaHC03 solution (10 mL). This solution was extracted with EtOAc (20 mL ). 
The organic layer was washed with water and brine (3 x 5 mL each), dried (Na2S0 4 ), and 

0 concentrated in vacuo to afford the crude product as an orange solid. The crude product was 
purified by prep TLC (20 x 20cm, lOOOum, 1 : 1 CH 2 Cl 2 :Hex.) to affonJ 49 mg (99%) of 
Compound 429 as a yellow solid. Data for Compound 429: R/= 0.44 (silica gel, 25% 
EtOAc:Hex); lH NMR(400 MHz, CDC1 3 ) 7.70 (s, 1 H). 6.62 (s, 1 H), 6.46 (s, 1 H), 4.41 
(brs. 1 H),2.95(ddq,/ = 12.9,6.1, 1 H). 1.81 (dd. J = 12.9, 1.1, 1 H), 1.48 (d,/ = 6.1, 1 H), 

5 1.41 (d,y = 6.1,3H), 1.31 (s,3H), 1.24 (s.3H); IR (film, NaCl) 1134, 1177. 1200. 1235, 
1269, 1368, 1365, 1420, 1451, 1476. 1520, 1634. 3351. 



EXAMPLE 330 
l^-pihYdnH.^ . ^frtmmethvt^^ 
20 CCQmpoupd 430. structure 60 of Scheme XVT w h ere R 1-2 =R 5 =H , R3 =t nfi„omm.th Y i 
Z=S). 

To a stirred solution of Compound 266 (EXAMPLE 166) (100 mg. 0.30 mmol) and 
paraformaldehyde (93 mg. 3.0 mmol) in acetic acid (3 mL) at it was added poitionwise 
sodium cyanoborohydride (100 mg, 1 .50 mmol). The resulting mixture was stirred at rt for 

25 16 h. then carefully poured into 20% aqueous NaOH (10 mL) and ice (10 g) and the pH 

adjusted to -7. The mixture was extracted with dichloromethane (25 mL), dried (Na 2 S04) 
and concentrated in vacuo to a fluorescent yellow solid that was subjected to flash column 
chromatography (silica gel, hexanes/ethyl acetate, 9: 1) to give 90 mg (88%) of Compound 
430 as a fluorescent yellow solid. Date for Compound 430: *H NMR (400 MHz, CDCI3) 

30 7.48 (s. 1 H), 6.62 (s, 1 H). 6.45 (s, 1 H), 5.40 (s. 1 H). 2.89 (s, 3 H), 2.10 (s, 3 H), 1 .39 (s. 6 
H). 
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EXAMPLE 331 

1 .2.3.4-Tetrahvdro- 1 ^^-trimethvl-d-trifluoromrthvl-S-pvridonof 5.6-glquinoline 
(Compound 431. structu re 41 A of Scheme XUI. where R'-2=R°=r8=H. R3-4 =met hvl, 
5 R5=trif1uorome thvl. X=NH). 

To a stirred solution of Compound 417 (EXAMPLE 317) (21 mg, 0.07 mmol) and 
paraformaldehyde (22 mg, 0.70 mmol) in acetic acid (1 mL) at rt was added portionwise 
sodium cyanoborohydride (22 mg, 0.35 mmol). The resulting mixture was stirred at it for 
16 h then carefully poured into 20% aqueous NaOH (2 mL) and ice (10 g) and the pH 

10 adjusted to -7. The mixture was extracted with dichloromethane (2 x lOmL), dried 

(Na2S04) and concentrated in vacuo to a fluorescent yellow solid that was subjected to 
flash column chromatography (silica gel, hexanes/ethyl acetate, 7:3) to give 16 mg (73%) of 
Compound 431 as a fluorescent yellow solid. Data for Compound 431: *H NMR (400 
MHz, CDCI3) 10.83 (bs, 1 H), 7.31 (s, 1 H), 6.66 (s, 1 H), 6.29 (s, 1 H), 2.93 (s, 3 H), 2.80 

15 (t,/ = 6.1.2H), 1.83(t,7=6.5,2H),I.30(s,6H). 

EXAMPLE 332 

1 ,2,3,4-TetratlYdro-l -mediYl^prppYl-6-OifluQromethYl-8-pYranonof5,6-g1qninoline 
(Compound 432. structure 34A of Scheme XL. where R j ' 3 =R 6 =R 8 =H. R^n-propvl. 

20 RSgtrjfluoromethyl)- 

This compound was prepared in a manner similar to that described for Compound 415 

(EXAMPLE 315) from Compound 428 (EXAMPLE 328) (8.0 mg) to afford 7.9 mg (99%) 

of Compound 432 as a bright yellow solid. Data for Compound 432: 1 H NMR (400 MHz, 

CDCI3) 7.18 (s, 1 H), 6.43 (s, 1 H), 6.35 (s, 1 H), 3.46 (m, 1 H), 3.33 (m, 1 H), 3.00 (s, 3 

25 H), 1.92 (m, 1 H), 1.87 (m, 1 H), 1.49 (m,4H), 0.95 (d,/= 7.3, 3 H). 

EXAMPLE 333 

1 .2.3.4-Tetrahvdro-l 0-hvdroxvmemvl-2.2.4-trinTemvl4S-trifluoromethvl-8-pvridonor5.6- 
glquinoline (Compound 433. structure 67A of Scheme L. where R 1-2 =R 7 =H. R 3 ' 
30 S-memvl. Restrifiuoromethvl. X=NH\ 



WO 96/19458 



PCIYUS95/16096 



293 

To an oven-dried 50-mL round-bottom flask containing Compound 409 (EXAMPLE 309) 
(125 mg, 0.39 mmol) in 1,4-dioxane (7 mL) was added selenium dioxide (107 mg, 0.96 
mmol, 2.50 equiv), and the mixture was heated to reflux for 18 h. Upon cooling to it, the 
solvent was removed under reduced pressure and the residue was purified by flash 
5 chromatography (silica gel, hexanes/ethyl acetate. 4: 1 to 0: 1 gradient), affording 15.6 mg 
(12%) of Compound 433 as a fluorescent yellow solid. Date for Compound 433: *H NMR 
(400 MHz, CDCI3) 9 .32 (brs, 1 H, CONH), 7.44 (s, 1 H. 5-H), 6.74 (s, 1 H, 7-H), 5.32 [br 
s, 1 H, (CH3)2CN#]. 4.57 (d, 1 H,7 = 9.7, OH), 5.02 and 4.93 (ABq, 2 H, 7aB = 14.0, 
C# 2 OH). 2.85 (ddq, IH,J= 12.9, 12.4, 5.5. 4-H), 1.84 and 1.54 [d of ABq, 2H, 7aB = 
10 13.1. J A = 4.3, (3-Heq),/B = 0(3-H a x)], 1.41 (d.3H,y = 5.5Hz.4-C#3). 1.39and 1.26 
[2s, 2 x 3H, 2-(C#3)2]. 

EXAMPLE 334 

1 .2,3,4-Tetrahydm- 1 .2.2.4-tetramemvl-6-trifliinmrnethvl-9-thio p vran-8-onor5.6-Plauino1in e 
15 (Compound 434. structure 28 A of Scheme XXXVIII where Rl-2 aR 5 =H . 
R3=trifl U oromethvl. 7=to 

To a solution of Compound 429 (EXAMPLE 329) (10 mg, 0..03 mmol) in acetic acid (5 mL 
) was added paraformaldehyde (10 mg, 0.3 mmol) and sodium cyanoborohydride (10 mg, 
0.15 mmol) under nitrogen with stirring at rt. After 15 h, the reaction was complete 

20 according to *H NMR. The reaction was quenched with saturated NaHC03 (10 mL). This 
solution was extracted with EtOAc (20 mL). The organic layer was washed with water and 
brine (3 x 5 mL each), dried (Na2S04), and concentrated in vacuo to afford the crude 
product The product was purified by prep TLC (5 x 20cm. 250nm, 1 : 1 CH2Cl2:hexanes) 
to afford 4.5 mg (44%) of Compound 434 as a yellow solid. Data for compound 434: *H 

25 NMR(400 MHz. CDCI3) 7.59 (s. 1 H). 6.60 (s. 1 H), 6.53 (s, 1 H), 2.89 (s. 3 H). 2.85 (m. 1 
H). 1.83 (dd, 13.2. 4.2. 1 H). 1.53 (d. J = 13.2. 1 H), 1.36 (d. J = 6.6. 3 H), 1.33 (s. 3 H), 
1.23 (s.3H); IR (film, NaCl) 1022, 1066, 1094, 1113, 1134, 1271, 1368, 1464. 1512, 1593. 
2926. 
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EXAMPLE 335 
1^3.4>Teti^vdreH2.2.9-trimethvl^trifluoromethvl-8-pvridon 
fCnnrnound 435. stmctu re 84A of Scheme LVI. where Rl=E^=iL R 2 - 3 =methvl. 
R 4 =trifluoromethvl) . 

5 In a 25-mL r.b., a solution of Compound 417 ( 1 65 rag, 0 557 mmol) in THF (4 mL) was 
cooled to 0° C and treated with 60% NaH in mineral oil (23 mg, 0.58 mmol, 1 .0 equivuiv). 
The reaction mixture was stirred 10 min. To this slurry, iodomethane (35 mL, 0.56 mmol, 
1.0 equiv) was added via syringe. The reaction mixture was stirred 12 h, diluted with H2O 
(20 mL), and extracted with ethyl acetate (3 x 20 mL). The extracts were washed with brine 
10 (1 x 20 mL), combined, dried (MgS04), filtered, and concentrated. Purification by silica gel 
chromatography (CH2Cl2:MeOH, 50:1) afforded 1 34 mg (78%) of Compound 435 as a pale 
yellow powder. Data for Compound 435: *H NMR (400 MHz, acetone-d6): 7.35 (s, 1 H), 
6.56 (s, 1 H), 6.5 1 (s, 1 H), 6.09 (br s. 1 H). 3.53 (s, 3 H), 2.87 (t, / = 6.7, 2 H), 1 .76 (t, / = 
6.7, 2 H), 1.29 (s, 6 H). 

15 

EXAMPLE 336 

(R/SV 1 ,2.3.4-Tetr^vdn>-3-methv l-6-trifluoroTnethvl>8-Pvridonof 5,6-glauinoline 
fCompound 436. structure 62A of Scheme XLVm. where Rl-2r:R 4 =R6=H. R3= m ethvl. 
R 5 =trifluorometfryl). 

20 Nrgrr-ButvloxvcaitK>nvl-1.2.3.4-teti^vdro-3»methvl^quinolinone (structure 69A of 

Scheme LL where R^^H. R3=methvl) . To a solution of 1-terf-butyloxycarbonyl-i ,2,3,4- 
tetrahydxt^4-quinolinone (structure 68A of Scheme LI, where R l *2=H) (EXAMPLE 325) 
(500 mg, 0.002 mol) in THF (5 mL) at -78° C was added 2.0 M LDA in THF ( 1 .01 mL, 
0.002 mol). The reaction mixture was stirred at -78° C for 15 min and iodomethane (126 

25 mL, 0.002 mol) was added all at once. The temperature was raised to 0° C and the resulting 
mixture stirred for 4 h. The reaction was then quenched with sat'd NH4CI (5mL), extracted 
with ethyl acetate (2 x 10 mL), dried (Na2S04) and concentrated in vacuo to a solid residue 
that was subjected to flash column chromatography (silica gel, hexanes/ethyl acetate, 95:5) 
to give 1 17 mg (23%) of l-rer/-butyloxycarbonyl-1^3,4-tetrahydro-3-methyl-4-quinolinone 

30 (structure 69A of Scheme LI, where r!- 2 =H, R 3 =methyl), 128 mg (23%) of 1-rerr- 

butyloxycarbonyl-l,23,4-tetrahydro-3,3-dimethyl-4-quinolinone (structure 70A of Scheme 
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LH, where R*-2=H, R 3 " 4 =methyl) and 200 mg (40%) of recovered starting material. Data 
for l-/err-butyloxycarbonyM^,3,4-tetrahydro-3-methyl-4-quinolinone: *HNMR(400 
MHz, CDCI3) 7.99 (dd, 7 =7.9, 1 .7, 1 H), 7.77 (d, 7 = 8.4, 1 H), 7.48 (ddd, 7 =7.3, 7.3, 1 .7, 
1 H),7.13(dd,7 = 7.4, 1.0. 1 H),4.32(dd,7 = 13.4.4.4. 1 H), 3.69(dd,7 = 13.3,9.8. 1 H), 
5 2.76 (ddq, 7 = 9.8, 7.0, 4.4, 1 H), 1 .56 (s. 9 H), 1.24 (d, 7 = 7.0, 3 H). 

l-rm-Buty]oxvcarix>nvl-1.2.3.4-tetrahvdfi t v3-riiethvlquinnlin g To a solution of \-tert- 
butyloxycarbonyl-l^,3,4-tetrahydro-3-rnethyl-4-quinolinone (1 17 mg, 0.45 mmol) in 
methanol (2 mL) at 0° C was added portionwise sodium borohydride (1 7 mg, 0.45 mmol) 
and the reaction mixture was stirred at 0° C for 3 h. The reaction was quenched with of 
10 sat'd NH4CI (2 mL), extracted with ethyl acetate (2x5 mL), dried (Na2S04) and 

concentrated in vacuo to give 1 16 mg (98%) of the alcohol that was used directly without 
purification for the next step. A solution of the alcohol intermediate (1 16 mg, 0.44 mmol) 
in ethyl acetate (3 mL) was hydrogenated under an atmosphere of hydrogen with 10% Pd/C 
(20 mg) and a trace of cone. H2SO4 at rt for 16 h. Filtration over Celite™ afforded 104 mg 
15 (95%) of l-/err-butyloxycaitonyl-1^.3,4-tetrahydro-3-methylquinoline. Data for l-/«rt- 

butyloxycarbonyl-1^3,4-tetrahydro-3-methyIquinoline: lH NMR (400 MHz. CDCI3) 7.65 
(d, 7 m 8.3. 1 H), 7.1 1 (dd. 7 = 7.7. 7.7,1 H). 7.04 (d. 7= 7.2, 1 H). 6.96 (dd, 7 = 7.4, 7.4, 1 
H), 3.97 (ddd. 7 = 12.7, 4.2, 1 .0. 1 H), 3.09 (dd, 7= 1 1.8, 9.8, 1 H), 2.86 (dd, 7= 16.2, 5.3, 1 
H), 2.40(dd,7= 16.1.9.6, 1 H), 2.03 (m, 1 H), 1.52 (s,9H), 1.05 (d, 7 = 6.7, 3 H). 

20 

1.2,3.4-tetrahvdro-3-methvlauinoline istruc mre 60A of Scheme LI. where rI-2=r4-h 
R 3 =methyl) . This compound was prepared by General Method 12 (EXAMPLE 147) from 
l-/m-butyloxycarbonyl-l^,3,4-tetrahydro-3-methylquinoline (104 mg, 0.42 mmol) to 
afford 51 mg (83%) of 1^3,4-tetrahydro-3-methylquinoline as an oil which was used 
25 directly without purification for the next step. 

7-Nltro-l,2.3.4-tetrahvdro-3-methvlquinn1in < » 1 ^3,4-Tetrahydro-3-methylquinoline (5 1 
mg, 0.35 mmol) was dissolved in sulfuric acid (0.5 mL) and the temperature lowered to 0° 
C. To this solution 90% fuming nitric acid (15 mL, 0.35 mmol) was added slowly and the 
30 mixture stirred at 0° C for 1 h, then warmed to it. The reaction mixture was then poured 
onto 1 g of ice and extracted with dichloromethane (2x5 mL). The organic phase was 
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washed with saturated aqueous NaHC03 (3 mL) and concentrated in vacuo to a reddish 
residue that was subjected to chromatography (silica gel, hexanes/ethyl acetate, 85:15) 
which afforded 8.2 mg (12%) of 7-nitro-I,2,3,4-tetrahydro-3-methylquinoIine. Data for 7- 
nitro-1 ,23,4-tetrahydro-3-methylquinoline: *H NMR (400 MHz, CDCI3) 7.39 (dd, J = 
5 8.25. 2.2, 1 H), 7.27 (d, J = 2.3. 1 H), 7.01 (d, 7= 8.3, 1 H), 4.19 (s, 1 H), 3.33 (in, I H), 
2.94 (dd, 7= 10.1, 10.1, 1 H),2.86(ddd,/ = 13.8,4.7, 1.7, 1 H), 2.46(dd,/ = 16.6, 10.0, 1 
H), 2.05 (m, 1 H), 1.06 (d,J = 6.7, 3 H). 

1.2.3.4-Tetra hvdro-3-methvl-6-trifluororre^ (Compound 
1 0 436}. A solution of 7-nitro- 1 ,23.4-tetrahydro-3-methylquinoIine (8.2 mg, 0.042 mmol) in 
ethyl acetate (1 mL) was hydrogenated under an atmosphere of hydrogen with 10% Pd/C (4 
mg) at rt for 2 h. Filtration over Celite™ afforded 6.2 mg (89%) of 7-amino-l ,2,3,4- 
tetrahydro-3-methylquinoline (structure 61 A of Scheme XL VIII, where R!-2=R 4 =H, 
R 3 =methyl) that was used without further purification for the next step. Compound 436 
1 5 was prepared by General Method 1 3 (EXAMPLE 1 47) from 7-amino- 1 ,2,3,4-tetrahydro-3- 
methylquinoline (6.2 mg, 0.038 mmol), ZnCl2 (8.0 mg, 0.057 mmol) and ethyl 4,4,4- 
trifluoroacetoacetate (5.5 mL, 0.038 mol) to afford 5.8 mg (54%) of Compound 436 as a 
yellow solid. Data for Compound 436: *H NMR (400 MHz, DMSO-d6) 1 1 80 (bs, 1 H), 
7.1 1 (s, 1 H), 6.95 (s, 1 H), 6.37 (s, 2 H), 3.26 (m, 1 H), 2.83 (m, 2 H), 2.51 (dd, 7= 15.7, 
20 10.3. 1 H), 1 .88 (s, 1 H), 0.97 (d, J = 6.6, 3 H). 

EXAMPLE 337 

1^3.4-Tetrahvdro-3.3-dimethvl^ (Compound 
437, structure 73A of Scheme LIT where Rl-2 =R 5 =R 7 =H . RS^CTiethvl. 

25 R^trifluoromethvlV 

l>rm-ButvloxvcartK)nvl-L2.3.4>tetrahvdro-3.3-dimethv]^uinolinone (st ructure 70A of 
Scheme LII. where Rl-^H. R^rmiethvn. This compound was obtained along with I- 
r^it-butyloxycarbonyl-1^3,4-tetrahydro-3-methyl-4-quinolinone as described above 
(EXAMPLE 336). Data for l-rm-butyloxycarbonyl-1^3»4-tetrahydio-33^imethyl-4- 

30 quinolinone: !h NMR (400 MHz, CDCI3) 8.01 (dd, J = 7.9, 1 .6, 1 H), 7.78 (d, J = 8.4, 1 
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H). 7.49 (ddd, J = 7.6, 7.6, 1.7, 1 H), 7.14 (ddd, 7 = 7.8, 7.8, 1.6, 1 H), 3.86 (s, 2 H), 1.56 (s, 
9H), 1.20 (s, 6 H). 



1 -rm-Butvloxvcarbonvl-l .2.3.4>tetrahvdro>3.3-dimethvlauinoline. To a solution of \-tert- 
5 buty loxycarbonyl- 1 ,2,3,4-tetrahydro-3,3-dimethy 1-4-quinoIinone ( 1 28 mg, 0.47 mmol) in 
methanol (2 mL) at 0° C was added portionwise sodium borohydride (18 mg, 0.47 mmol) 
and the reaction mixture was stirred at 0° C for 3 h. The reaction mixture was then 
quenched with sat'd NH4CI (2 mL), extracted with ethyl acetate (2x5 mL), dried 
(Na2S04) and concentrated. A solution of this crude material in ethyl acetate (3 mL) was 

1 0 hydrogenated under an atmosphere of hydrogen with 1 0% Pd/C (20 mg) and a trace of cone. 
H2SO4 at rt for 16 h. Filtration over Celite™ afforded 100 mg (84%) of 1-re/t- 
butyloxycarbonyl-l^,3,4-tetrahydro-33-dimethylquinoline. Data for \-tert- 
butyloxycarbonyl-l,2,3,4-teti^ydro-3,3^methylquinoline: *H NMR (400 MHz, CDCI3) 
7.68 (d, / = 8.3, 1 H), 7. 1 2 (ddd, J = 8.8, 8.8, 1 J, 1 H), 7.02 (d, J = 7.0, 1 H), 6.97 (ddd, J = 

15 7.4,7.4, 1.0, 1 H), 3.46 (s, 2 H), 2.58 (s, 2 H), 1.51 (s,9H), 1.01 (s,6H). 



1.2.3.4-tetrahvdro-3.3>dime thvlQuinoline (structure 71 A of Scheme LII. where R ] - 
2=R 5 =H. R 3 " 4 ^methvn. This compound was prepared by General Method 12 (EXAMPLE 
147) from l-f^rr-butyloxycartK>nyl-l,2,3,4-tetrahydK>-3,3-dimethylquinoline (100 mg, 0.38 
20 mmol) to afford 5 1 mg (83%) of 1 ,23,4.tetrahydro-3,3«dimethylquinoline as an oil which 
was used directly without purification for the next step. 

7-Nitro-1.23.4-tetrahvd ro-3.3-dimethvlquinoline . l,2,3,4-Tetrahydro-3,3- 
dimethylquinoline (51 mg, 0.32 mmol) was dissolved in sulfuric acid (0.5 mL) and the 

25 temperature lowered to 0° C. To this solution 90% fuming nitric acid (14 mL, 0.32 mmol) 
was added slowly and the mixture stirred at 0° C for 1 h, then wanned to rt. The reaction 
mixture was then poured onto 1 g of ice and extracted with dichloromethane (2x5 mL). 
The organic phase was washed with saturated aqueous NaHC03 (3 mL) and concentrated in 
vacuo to a reddish residue that was subjected to chromatography (silica gel, hexanes/ethyl 

30 acetate, 85:15) which afforded 39 mg (58%) of 7-nitro-l^,3,4-tetrahydro-3,3- 

dimethylquinoline. Data for 7-nitro-l,2,3,4-tetrahydro-3,3-dimethylquinoline: NMR 
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(400 MHz, CDCI3) 7.40 (dd, J = 8.3, 2.1. 1 H), 7.29 (d, J = 1 .8, 1 H), 7.01 (d, J = 8.3 H, 1 
H), 4.25 (s, 1 H), 2.98 (s, 2 H), 2.54 (s, 2 H), 1.01 (s, 6 H). 

l,23.4~Teti^vdro-33-dimethvl^-trifluorom (Compound 
5 437) . A solution of 7-nitro- 1 f 23.4-tetrahydro-33-dimethylquinoline (39 mg, 0. 1 87 mmol) 
in ethyl acetate (2 mL) was hydrogenated under an atmosphere of hydrogen with 10% Pd/C 
(4 mg) at rt for 2 h. Filtration over Celite™ afforded 30 mg (91 %) of 7-amino-l ,2,3,4- 
tetrahydro-3,3-dimethylquinoline (stiucture 72A of Scheme LII, where R J -2=R 5 =H, R 3 ~ 
4 =methyl) that was used without further purification in the next step. Compound 437 was 

10 prepared by General Method 1 3 (EXAMPLE 147) from 7-amino-l A3,4-tetrahydro-3,3- 
dimethylquinoline (30 mg, 0.17 mmol), ZnCl2 (34 mg, 025 mmol) and ethyl 4,4,4- 
trifluoroacetoacetate (25 mL, 0.17 mol) to afford 13 mg (26%) of Compound 437 as a 
yellow solid. Data for Compound 437; *H NMR (400 MHz, DMSO-d6) 1 1.71 (bs, 1 H). 
7.1 1 (s, 1 H), 7.01 (s, 1 H), 6.40 (s, 1 H), 6.37 (s, 1 H), 2.89 (s, 2 H), 2.51 (s, 2 H), 0.93 (s, 6 

15 H). 

EXAMPLE 338 

(R/S) 1 q3.4-Tetrahvdro-2.2.3-tri^ 

(Compound 438. structure 79A of Scheme LII. where r1=rS=r7 =H . R2-4=methvL 

20 R6=rtrifluoroniethYl). 

l-/grr>Butoxvcarb onvl-1.2.3.4-tetrahvdro-2.2-dimethvl>4-ouinolinone (structure 76A of 
Scheme LII. where R*=H. R^smefoyn . A solution of aniline ( 1 9 mL , 0.20 mol), 3- 
acetoxy-3-methyl-l-butyne (26 g, 0.20 mol), CuCl (1 .0 g, 10 mmol) and Et3N (28 mL, 0.20 
mol) in THF (120 mL ) was heated at reflux for 5 h and was filtered through a pad of 

25 Celite™. Removal of solvent and chromatography of the crude mixture (silica gel, 

EtOAc/hexane, 3/7) afforded 21 g (67%) of 3-methyl-3-phenylamino-l-butyne. Treatment 
of the aminobutyne with CuCl (0.70 mg, 7.0 mmol) in THF (200 mL ) at 70° C for 16 h 
followed by chromatography (silica gel, EtOAc/hexane, 3/7) afforded 13 g (60%) of 1,2- 
dihydro-2,2-dimethylquinoline (structure 75A of Scheme LII, where R'=H, R 2 * 3 =methyl). 

30 Treatment of the quinoline with di-tert-butyl dicarbonate (22 g, 0. 10 mol) and DMAP (12 g, 
0.10 mol) in THF (100 mL ) for 16 h followed by chromatography (silica gel. 
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EtOAc/hexane, 2/8) afforded 15 g (71%) of l-terf-butoxycaibonyl-l,2-dihydro-2,2- 
dimethylquinoline. l-/e/t-Butoxycartx>nyl-l^^ydro-2,2-dimethylquinoIine (3.0 g, 1 1 
mmol) in THF (30 mL ) was treated with 1 .0 M BH3-THF in THF (29 mL, 29 mmol) at rt 
for 3 h and was quenched with 3 M KOH (20 mL). To the above solution 30% H2O2 (5 
mL) was added and the mixture was stirred for 60 min, then 5 mL of water was introduced. 
The mixture was extracted, washed with brine and concentrated. Chromatography of the 
crude mixture on a silica gel column using a 10-30% mixture of EtOAc/Hexane as eluents 
afforded a 2:1 mixture of two isomers (0.87 g, 3.1 mmol), which was oxidized with PCC 
(2.5 g, 1 1 mmol) in 60 mL of methylene chloride at rt for 60 min. Removal of solvent and 
chromatography of the black oil on a silica gel column using a 20% mixture of EtOAc and 
hexane as solvent afforded 0.58 g (68%) of l-rerr-butoxycarbonyl-1^3,4-tetrabydro-2,2- 
dimethyl-4-quinolinone as a white solid. Data for l-rcrf-butoxycarbonyl-l^,3,4-tetrahydro- 
2,2-dimethyM-quinolinone: *H NMR (400 MHz, CDCI3) 7.93 (d, J m 7.8. 1 H), 7.42 (t, J 
= 7.8, 1 H),7.31 (d,7 = 7.8, 1 H), 7.02 (t, J = 7.8, 1 H), 2.73 (s. 2 H), 1.56 (s,9H). 1.49 (s, 
6H). 

1.2.3.4-tetrahvdro-2.2.3-trimethvlquinnline (structure 7 7 A of Scheme LII. where 

To a solution of l-terr-butoxycarbonyl-l^,3,4-tetrahydro-2,2- 
dimethyl-4-quinoIinone (0.10 g, 0.36 mmol) and iodomethane (0.50 mL , 8.0 mmol) in 
DMF (4 mL ) was added NaH (60 % in mineral oil, 20 mg, 0.50 mmol) and the resulting 
mixture was stirred at it for 2 h. The reaction was quenched with water (5 mL) and was 
extracted with EtOAc (2x15 mL). Removal of solvent and chromatography of the crude 
residue on a silica gel column using a 10% mixture of EtOAc and hexane as solvents 
afforded 90 mg (86%) of l-/ert-butoxycarbonyl- W,4-tetrahydro-2^,3-trimethyl-4- 
quinolinone as a colorless oil. The oil (90 mg, 0.32 mmol) was treated with NaBH* (50 mg, 
1 .3 mmol) in methanol (5 mL ) for 1 h and the reaction mixture was concentrated. Filtration 
from the inorganic material through a silica gel pad provided a colorless oil, which was then 
subjected to hydrogenation over 10 % Pd/C (10 mg) in EtOAc (5 mL ) under a hydrogen 
balloon for 15 h. Filtration from the catalyst through a Celite™ pad followed by removal of 
solvent gave 70 mg (82%) of l-tert-butoxycaibonyl-l,23,4-tetrahydro-2A3- 
trimethylquinoline as a colorless oil. The crude oil (70 mg, 0.26 mmol) was treated with 
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TFA (0.50 mL , 6.5 mmol) in CH2CI2 for 30 min. and was quenched with 5% NaOH (6 
mL). The mixture was extracted with EtOAc (2x15 mL) and was concentrated. 
Chromatography on silica gel using a 10% mixture of EtOAc and hexane afforded 1,2,3,4- 
tetrahydn>-2A3-trimethylquinoline as a colorless oil (40 mg, 89%). Data for 1,2,3,4- 
5 tetrahydro-2A3-trimethy]quinoline: *H NMR (400 MHz, CDCI3) 7.00-6.91 (m,2H), 
6.60 (t. J = 7.3, 1 H), 6.45 (d, J = 7.3, 1 H), 3.61 (br s, 1 H), 2.74 (dd, J = 16.6, 5.3, 1 H), 
2.47 (dd, J = 16.6, 10.3, 1 H). 1.82 (m, 1 H), 1.20 (s, 3 H), 1 .05 (s, 3 H), 0.97 (d, J m 7.2, 3 
H). 

10 (W^1.23.4-Tetrahydro-2.23-trim 

(Compound 438. structure ) . The quinoline (20 mg, 0.1 1 mmol) was converted to 
Compound 438 according to the nitration-hydrogenation-Knonr procedure described above 
for Compound 436 (EXAMPLE 336) in a 1 2% yield as a yellow solid (4 mg). Data for 
Compound 436: *H NMR (400 MHz, CDCI3) 1 1.46 (s, 1 H), 7.35 (s, 1 H), 6.66 (s, 1 H), 

15 6.31 (s, 1 H),4.40(s, 1 H), 2.83 (dd, J = 16.6,4.8, 1 H), 2.57 (dd, J = 16.6, 10.3, 1 H), 1.83 
(m, 1 H), 1 .25 (s, 3 H), 1 . 1 0 (s, 3 H), 0.99 (d, J = 6.9, 3 H). 

EXAMPLE ?39 

(/?/S-2/.4ttV1.2.3.4-Teti^ 
20 (Compound 439. structure 62A of Scheme X LV1IL where r1=r3=r6 ==H . R 2 =R 4 =methvl. 
RSgtrifluoromethyn 

l-te/7-ButoxvcartK>nvl-1.23^ A mixture of aniline (3.0 

g, 32 mmol) and crotonic acid (2.0 g, 23 mmol) in toluene (20 mL ) was heated at reflux for 
18 h. Removal of solvent and chromatography (silica gel, EtOAc/hexane, 9/1) of the crude 

25 material afforded 2.5 g (61 %) of 3-phenylaminobutanoic acid. The acid was treated with 
PPA (20 mL ) at 1 10° C for 6 h and the reaction mixture was poured into ice water (50 mL) 
and then was neutralized with Na2C03 to pH 7. Extraction with EtOAc (3 x 60 mL) 
followed by chromatography (silica gel, EtOAc/hexane, 4/6) afforded 1 .0 g (44%) of 
l v 23,4-tetrahydro-2-methyl-4-quinolinone (structure 59A of Scheme XL VIII, where 

30 Rl=R3=H, R2=methyl) as a yellow solid. The quinolinone was treated with di-/err-butyl 
dicarbonate (2.2 g, lOmmol) andDMAP (0.84 g, 6.8 mmol) in THF (15 mL) for 16 h 
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followed by chromatography (silica gel, EtOAc/hexane, 2/8) to afford 1 .1 g (68%) of l-tert- 
bmoxycarbonyl-1^3.4-teti^ydro-2-rnethyl-4-quinolinone as a yellow oil. Data for \-tert- 
butoxycarbonyl-1 ^,3,4-tetrahydro-2-methyl-4-quinolinone: *H NMR (400 MHz, CDCI3) 
7.99 (d, / = 7.5, 1 H). 7.78 (d, J = 7.5, 1 H), 7.50 (t, J = 7.5, 1 H), 7. 12 (t, J = 7.5, 1 H), 5. 10 
5 (m, 1 H), 3.04 (dd, J — 17.3, 5.8, 1 H). 2.57 (dd,/= 17.3, 1.7, 1 H), 1.56(s,9H), 1.22 (d,/ 
= 6.9, 3 H). 

(/g/S-2/.4KV1.2.3.4-Tetrahvdro-^^ 

(Compound 4391 To a solution of a 3.0 M ether solution of MeMgBr (1 .0 mL, 3.0 mmol) 
was added l-/ert-butoxycaibonyl-l^,3,4-tetrahydro-2-methyl-4-q^inolinone(0.13 mg,0.50 
1 0 mmol) in THF (6 mL) and the reaction was allowed to stir at rt for 3 h, then was quenched 
with water (10 mL). Extraction with EtOAc (2 x 30 mL) followed by chromatography 
(silica gel, EtOAc/hexane, 3/7) afforded 50 mg (36%) of the adduct .which was treated with 
10% Pd/C (10 mg) and one drop of H2SO4 in EtOAc (15 mL) under a hydrogen atmosphere 
for 1 6 h. Hltration from the catalyst through Celite™ afforded the crude 1 -tert- 

15 butoxycartx>nyl-l,2,3,4^trahydro-2,4-dimethyl-4-quinoline, which was treated with TFA 
(0.4 mL) in methylene chloride (1 mL) for 30 min. The reaction was neutralized with 5 % 
NaOH to pH 10 and was extracted with EtOAc (2 x 20 mL). Chromatography (silica gel, 
EtOAc/hexane, 1/9) afforded 20 mg (69%) of (^/5-2/-4u)-U,3,4-tetrahydro-2.4-dimethyl-4- 
quinoline (structure 60A of Scheme LI, where R'=r3=H, R2=R 4 =methyl) as a colorless 

20 oil. The quinoline was converted to the title compound according to the general nitration- 
hydrogenation-Knorr procedure described above for Compound 436 (EXAMPLE 336) in 
14% three step yield as a yellow solid. Data for Compound 439: *H NMR (400 MHz, 
CDCI3) 1 L75 (s, 1 H), 7.47 (s, 1 H), 6.65 (s, 1 H), 6.33 (s, 1 H), 4.41 (s, 1 H), 3.59 (m, 1 
H), 2.92 (m, 1 H), 1 .94 (m, 1 H). 1 .38 (d, J = 6.8, 3 H), 1 .24 (m, I H), 1^2 (d, J = 6.4. 3 

25 H). 

EXAMPLE 340 

(R/S-2L4u)-4-&hy]- 1 ^■3.4-t etrahvdro-2-methvl-6-trifluoromethvl-8-pvranonor5.6- 
glquinoline (Compound 440. structure 33A of S cheme XL. where r1-2=r6 sH . RSgmethvl. 
30 R4=ethvl. R5=trifluoromethvtV 
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(R/S\- 1 .23.4>Tetrah vdro-7-methoxv-2>methv1-4-quinoline . This compound was prepared in 
a manner similar to that described for l,2,3,4-tetrahydro-7-methoxy-4-quinolone 
(EXAMPLE 310) from anisidine and crotonic acid to afford the quinolinone as a brown oil. 
Data for 1 ^2,3.4-tetrahydro-7-methoxy-2-methyl-4-quinolinone: *HNMR (400 MHz, 
5 CDCI3) 7 .78 (d, J m 8.7, 1 H), 6.33 (dd. J = 6.2, 2.2, ] H), 6.08 (d t J = 2. 1 , 1 H), 4.27 (br s, 
1 H), 3.80 (s, 3 H), 2.59 (dd, 7=16, 3.7, 2 H), 2.42 (dd, J = 13, 12, 2 H), 

f/ttn-l-tert-Butox vcarfaonvM. 2^^ (structure 
31 A of Scheme XL. where Rl-^H. R3=methvl> . This compound was prepared in a 

1 0 manner similar to that described for 1 -te/r-butoxycarbonyl- 1 t 2,3,4-tetrahydro-7-methoxy-4- 
quinolone (EXAMPLE 310) from l^,3,4-tetrahydro-7-methoxy-2-methyl-4-quinolinone 
(3.26 mg) to give 961 mg (62%) of the desired quinolone as an off-white solid. Data for 1 - 
rm-butoxycart>onyl-l,2,3,4-tetrahydro-7-i^ 1 H NMR (400 

MHz, CDCI3) 7.94 (d, J = 8.9, 1 H), 7 35 (d, / = 2.4, 1 H), 6.67 (dd, J = 8.7, 2.4, 1 H), 5.08 

15 (m, 1 H), 3.86 (s, 3 H), 2.99 (dd, 7=17, 5.8, 1 H), 2.48 (dd, J = 1 7, 1 .7, 1 H), 1 .57 (s, 9 H), 
1.24 (d,7 = 6.9,3H). 

(/g/SM-rm-Butoxvcarbonvl^thv^ 

(structure 32A of Scheme XL. where R*-2=H. R3=methvl. R 4 =ethvn. This compound was 
20 prepared in a manner similar to that described for 1 -terf-butoxycarbonyl-4-ethy I- 1 ,2,3,4- 
tetrahydro-7-methoxy-4-quinolone (EXAMPLE 314) from l-/ert-butoxycarbony 1-1, 2,3,4- 
tetrahydro-7-methoxy-2-methyl-4-quinoIone (100 mg) to give the desired quinoline (34 mg, 
30%) as a mixture of diastereomers. Data for l-rm-butoxycarbonyl-4-ethyl-1 ,2,3,4- 
tetrahydro-7-methoxy-2-methylquinoline: *H NMR (400 MHz, CDCI3) 7.05 (d, J = 8.6, 1 
25 H), 6.97 (d, J = 2.5. 1 H), 6.66 (dd, J = 8.5, 2.5, 1 H), 4.38 (m, 1 H), 3.78 (s. 3 H), 2.39 (m, 
1 H), 2.28 (m, 1 H), 2.04 (m, 2 H), 1 .55 (m, 1 H), 1 .49 (s, 9 H), 1 . 1 4 (d, J = 6.2, 3 H), 1 .08 
(t,7 = 7.4,3H). 

(/ySV4-Ethvl- 1 .2.3.4-tetrahvdn>-7-hvdroxv-2-methvlouinoline. This compound was 
30 prepared in a manner similar to that described for 4-ethyl-l ,2,3,4-tetrahydro-7- 

hydroxyquinoline (EXAMPLE 314) from l-rerf-butoxycarbonyl-4-ethyl-l,2,3,4-tetrahydro- 
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7-methoxy-2-methyIquinoline (34 mg) to give the desired quinoline as a colorless oil, which 
was used without further purification in the following reaction. 

(Wfr2£4gM-Ethv)-1.2.3.4-teti^^ 

glciuinoline (Compound 440V This compound was prepared in a manner similar to that 
described for Compound 414 (EXAMPLE 31 4) to give the desired compound as a mix of 
diastereomers. Recrystallization of the diastereomeric mixture afforded a sample of 
Compound 440. Data for Compound 440: *H NMR (400 MHz, CDCI3) 7.38 (s, 1 H), 
6.37 (s. 1 H), 6.35 (s. 1 H), 4.43 (br s, 1 H), 3.57 (m. 1 H), 2.79 (m, 1 H), 2.04 (m, 2 H), 
1 .61 (m, 1 H), 1 .28 (d, J = 6.4, 3 H), 1 .00 (t, / = 7.3, 3 H). 

EXAMPLE 341 

(/?/S-2/.3pH,2A4-Tstrahvdix>^ 

(Compound 441. structure 62A of Scheme X LVm. where R'aR^H. R2-3 gme thv1 
R5=trifluoromethyl) 

To a solution of l-tert-butoxycarbonyl-l^,3,4-tetrahydro-2-methyl-4-quinolinone 
(EXAMPLE 339) (0.1 3 mg, 0.50 mmol) and iodomethane (0.50 mL , 8.0 mmol) in DMF (6 
mL ) was added NaH in a 60% mineral oil (40 mg, 1.0 mmol). The reaction mixture was 
stirred at rt for 16 h and was quenched by water (10 mL ). Extraction of the mixture with 
EtOAc (2 x 30 mL ) followed by chromatography (silica gel, EtOAc/hexane, 1/9) afforded a 
mixture of three alkylated products (125 mg, 91 %). The above mixture was treated with 
NaBH4 (38 mg. 1.0 mmol) in methanol (15 mL ) for 1 h and the alcohol intermediates were 
purified by chromatography (silica gel, EtOAc/hexane. 3/7) to afford a mixture of three 
alcohols (120 mg, 95%). The mixture of alcohol intermediates (120 mg, 0.43 mmol) was 
treated with 10% Pd/C (20 mg) and one drop of H2SO4 in EtOAc (15 mL ) under H2 for 18 
h. Filtration through a Celite™ pad provided the reduced products, which were directly 
treated with TFA (0.5 mL) in methylene chloride (1.0 m ) for 1 h. The reaction was 
quenched with 5% NaOH, brought to pH 10, and was extracted with EtOAc (2 x 20 mL). 
Chromatography (silica gel, EtOAc/hexane. 2/8) afforded a mixture of three products (30 
mg, 43%), containing (R/S-2l,3u)-l A3,4-tetrahydro-2,3-dimethylquinoline (structure 60A 
of Scheme LI, where R ] =R 4 =H, &-$=me*iy\)\ (/2/5-2/,3/)-U,3,4-tetrahydro-2,3- 
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dimethyJquinoline (structure 60A of Scheme LI, where R'=R 4 =H, R 2 ' 3 =methyl), and 
(/V5)-1^3,4-tetrahydro-2,33-trirnethylquinoline (structure 71 A of Scheme LII, where 
r1=r5 = h, R2-4=methyl). The mixture of the quinolines (30 mg, 0.1 8 mmol) was 
subjected to the nitration-hydrogenation-Knorr procedure described above for Compound 
5 436 (EXAMPLE 336) to afford a mixture of Compound 441, 442, and 443, which was 
purified by HPLC (10 mm x 25 cm ODC column, 80% MeOH/20% H20, 3.0 mL /min.). 
Data for Compound 441: *H NMR (400 MHz, acetone-dfi) 10.68 (s. 1 H), 7.25 (s, 1 H), 
6.48 (s. 1 H), 6.41 (s, 1 H), 6.09 (s, t H), 3.13 (m, 1 H), 2.80 (dd, J = 15.9, 4.3, 1 H), 2.53 
(dd,y= 15.9, 12.0, 1 H), 1.61 (m, 1 H), 1 .24 (d, J = 6.3. 3 H), 1.04 (d, 7 = 6.5, 3 H). 

10 

EXAMPLE 342 

(fl/S-2i.3/V1.2.3.4-Tetrahvdro-2.3^im^ 

(Compound 441. structure 62A of Scheme XLVTII. where R*=R 4 =R6=H. R2-3- me thvl. 
R3=tJifluorornemvn 

1 5 Compound 442 was obtained along with Compounds 441 and 443 as described above 

(EXAMPLE 341). Data for Compound 442: *H NMR (400 MHz, acetone-d6) 10.80 (s, 1 
H). 7.28 (s, 1 H). 6.49 (s, 1 H), 6.48 (s, 1 H). 6.15 (s, 1 H), 3.62 (m, 1 H), 2.91 (m, 1 H). 
2.62 (dd, J = 1 6.3, 6.5, 1 H), 2.07 (m, 1 H), 1 .15 (d, J = 6.5, 3 H). 0.93 (d, J = 6.8, 3 H). 

20 EXAMPLE 343 

f/y5>-1.2.3.4-Tetrahvdro-2.3.3-trimethvl^triflnoromethvl.8.pvridonor5.6-g1quinoline 
(Compound 443. structure 73A of Scheme LII. where r'=r5=R?=H. R2-4=methvl. 
R6=trifluoromethvn. 

Compound 443 was obtained along with Compounds 441 and 442 as described above 
25 (EXAMPLE 341). Data for Compound 443: !h NMR (400 MHz. acetone-d6) 10.58 (s, 1 
H), 7.23 (s, 1 H). 6.50 (s, 1 H), 6.41 (s, 1 H), 6.08 (s, 1 H), 3.28 (m, 1 H), 2.65 (d, J = 15.8, 
1 H), 2.53 (d, J = 15.8. 1 H), 1 .15 (d, J = 6.6, 3 H), 1 .03 (s, 3 H), 0.84 fs, 3 H). 
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EXAMPLE 344 

<JVS)- 1 ^3.4-Tetrahvdr o-2-methvl-6-trifluoromethvl-8-pvridonorS.fi-p1 a uino1ine 
(Compound 444. structure 53A of Scheme XLVI. where R 1-2^5^ rS^^, 
R 4 =trif1uomTnp.thvn 

5 1 ,23,4-tetrahydro-2-methylquinoline (0. 1 5 g, 1 .0 mmol) was converted to Compound 444 
according to the nitration-hydrogenation-Knorr procedure described for Compound 436 
(EXAMPLE 336) to afford 35 mg (13%) of Compound 444 as a yellow solid. Data for 
Compound 444: *H NMR (400 MHz, acetone-d6) 10.83 (s, 1 H), 7.29 (s, 1 H), 6.55 (s, 1 
H), 6.50 (s, 1 H), 6.17 (s, 1 H), 3.57 (m. 1 H), 2.91-2.82 (m, 2 H), 2.03 (m, 1 H), 1.54 (m, 1 
10 H), 1 .25 (d, 7= 6.4, 3 H). 

EXAMPLE 345 

(/yfr-4-EthvH,2.3,4-tetTahvd^ 

445, structure 63A of Scheme XLVIII. where Rl-3 =R 6 = H . R'WhvI R5 = trif1uorom e thvn 
15 f/y.?H -frrt-Butvloxvcarhonvl-4-ethvl-l 2/ 1 4-tetrahvdm^hvdroxvauinnHm. To a flame- 
dried 25-mL rb flask containing ethylmagnesium bromide (4.0 mL of a 3.0 M solution in 
Et20, 12.0 mmol. 3.0 equiv), at -10° C was added dropwise a solution of l-/err- 
buryloxycarbonyl-1 ,2,3,4-tetrahydro-4^uinolone (1 .0 g, 4.0 mmol) in Et20 (4 mL). The 
reaction mixture was stirred at -10° C for 15 min, then allowed to warm to rt over 10 min. 

20 A 1 .0 M solution of NaHS04 ( 10 mL) was then rapidly added. The resulting biphasic 
mixture was extracted with EtOAc (3 x 10 mL), and the combined organic extracts were 
dried (Na2S04) and concentrated under reduced pressure. The residue was purified by flash 
chromatography (silica gel, hexanes / EtOAc. 4:1), affording 800 mg (71 %) of the desired 
product as a clear yellow oil (R/0. 14, hexanes / EtOAc, 4: 1). Data for 1 -tert- 

25 butoxycarbonyl^myl-I,2,3,4-tetrahydio-4-hydroxyquinoline: NMR (400 MHz, 

CDC1 3 ) 7.68 (d. 1H. J = 8.4, 8-H). 7.47 (dd, 1H. J = 7.9, 1.7, 5-H). 7.21 (ddd, 1H, 7= 7.4, 
7.4, 1.6, 6-H), 7.09 (ddd, 1H. /= 7.8, 7.8, 1.1, 7-H), 4.03 (ddd, 1H, J m 12.9, 7.1, 4.7. 2-H). 
3.47 (ddd, 1H,7= 13.1, 8.6, 4.3, 2-H), 2.11 (ddd, 1H,7= 13.5, 8.6,4.8, 3-H), 1.86 (m,3H, 
3-H, CH2CH3), 1.52 [s, 9H. C(CJy 3 )3]. 0.89 (t, 3H. J = 7.5, CH3). 
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r/?/^V^Ethvl>1.23-4>tetrahvdroquinoline (st ructure 60A of Scheme XLVm. where R*' 
3 = h. R4=ethvl) . To a flame-dried 100-mL rb flask containing l-fer/-butyloxycarbonyl-4- 
ethyl- 1,2,3,4-tetrahydro^hydroxyquinoline (800 mg, 2.88 mmol ) in a 1:1 solution of 
EtOAc / EtOH (20 mL) at it was added 10% Pd/C (approx.l mol %). After evacuation and 

5 flushing of the vessel three times with nitrogen, one drop of trifluoroacetic acid was added, 
the vessel evacuated once more, and the mixture stirred under an atmosphere of hydrogen 
for 1 6 h. The reaction mixture was then filtered, and concentrated under reduced pressure. 
The residue was transferred to a 25-mL rb flask with CH2CI2 (3 mL) and stirred at rt. TFA 
(1 .2 mL) was added and the reaction was vented and stirred for 2 h at rt. A solution of safd. 

10 NaHC03 (adjusted to pH 9 with 3.0 M NaOH) was added until the aqueous phase was 

approximately pH 9. The resulting aqueous phase was extracted with CH2CI2 (3x10 mL), 
and the combined organic extracts were dried (Na2SC>4). and concentrated under reduced 
pressure to yield 351 mg (71%) of a colorless oil, which turned blue on exposure to air (R/ 
0.40, hexanes / EtOAc, 2: 1 ). Data for (R/S)-4-ethyM ,23.4-tetrahydroquinoline: *H NMR 

15 (400 MHz, CDCI3) 7.02 (d, 1 H,/ = 7.6, 8-H), 6.96 (ddd, 1H, 7 = 7.7, 7.7, 1.3, 7-H), 6.61 
(ddd, 1H. J m 8.2, 8.2, 1.0, 6-H), 6.47 (d, 1H, J = 7.9, 5-H), 3.83 (br s, 1H, CH2N// ), 3.31 
(ddd, lH,/= 11 J, 11.3, 3.6, 2-H), 3.25 (ddd, 1H, 7= 9.7, 9.7, 4.8, 2-H), 2.65 (dddd, 1H,7 
= 10.1,5.1,5.1,5.1, 4-H), 1.92(dddd, 1H, J = 9.6, 4.7, 4.7, 4.7,3- H), 1.82 (m, 1H, 3-H), 
1 .74 (m, 1 H, C//2CH3). 0.98 (t, 3H, J = 7.4, CH3). 

20 

r/?/^V>7-Amino-4-ethvU1.2.3.4-tetrahvdroouinoline (structu re 61A of Scheme XL VI II. 
where R*:=ethvtt . A 25-mL rb flask containing (R/S)-4-elhy\-\ ,2,3,4- 

tetrahydroquinoline (340 mg, 2.1 mmol) was cooled to -10° C, and cone. H2SO4 (5 mL) 
was added slowly. The resulting solution was warmed to rt to effect complete dissolution of 

25 the quinoline, then cooled again to -10° C and stirred vigorously. Fuming HNO3 (85 jiL) 
was added dropwise, slowly, and the reaction mixture turned dark red. After 10 min, the 
reaction mixture was poured onto cracked ice and diluted with water (5 mL). Sat'd 
NaHC03 (80 mL) was added, and the pH was adjusted to pH 9 with 3.0 M NaOH. This 
aqueous phase was extracted with EtOAc (3 x 75 mL), and the combined extracts were 

30 dried (Na2S04),and concentrated under reduced pressure to yield a dark red oil. This crude 
material was placed into a 250-mL rb flask with 1 : 1 EtOAc / EtOH (40 mL) and 10% Pd on 
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C (approx. 1 mol %). The vessel was evacuated and flushed with nitrogen three times, then 
stirred under an atmosphere of hydrogen for 16 h, filtered, and concentrated under reduced 
pressure to yield a yellow oil, which was purified by flash chromatography (silica gel, 
CH2CI2 / methanol, 9: 1 ), affording 210 mg (57 %) of the desired product as a dark yellow 
5 oil (R/0.50, CH2CI2 / MeOH, 9:1). Data for (/2/5)-7-ammo-4-ethyl-U,3.4- 

tetrahydroquinoline: *HNMR (400 MHz, CDCI3) 6.81 (d, 1H,7= 8.1, 5-H), 6.02 (dd, 

IH, J m 8.0, 2.2, d-H), 5.84 (d, 1H, J = 2.3, 8-H), 3.48 (s, 2H, N#2)* 3.27 (ddd, 1H, J = 

II. 1,11.1, 3.5, 2-H), 3.20 (ddd, 1H, / = 9.8, 5.3, 4.5. 2-H), 2.55 (dddd, 1H, J = 10.2, 5.2, 
5.2, 5.2, 4H), 1 .90 (dddd, 1 H, / - 9.6, 9.6, 9.6, 4.7, 3-H), 1 .72 (m, 2H, 3-H, C#2CH3), 1 .48 

10 (m, 1H, CJ/2CH3), 0.96 (t, 3H, / = 7.4. CH3). 

(/Z/SV4-EthvI- 1 .2.3.4-tetrahvdro^trifluoromethvl>8>pv ridonor5.6-glouinoline (Compound 
445). To a flame-dried 100-mL rb flask containing 7-amino-4-ethyl- 1,2,3,4- 
tetrahydroquinoline (210 mg, 1.19 mmol), in ethanol (20 mL), at it, was added ethyl -4,4,4- 

1 5 trifluoroacetoacetate ( 1 90 pL, 1 .3 1 mmol, 1 . 1 equi v) followed by ZnCl2 (244 mg, 1 .79 
mmol, 1 .5 equi v). The reaction mixture was heated to reflux for 6 h, at which point all 
starting material had been consumed (by TLC analysis). The reaction mixture was cooled to 
rt, and the solvent removed under reduced pressure. Dichloromethane (20 mL) was added 
and the organic phase washed with safd NaHC03 (2x10 mL) and brine (1x10 mL), then 

20 dried (Na2S04), and concentrated under reduced presure. This crude product was purified 
by flash chromatography (silica gel, CH2CI2 / MeOH, 15:1), affording 24.4 mg (7%) of the 
desired product as a yellow solid. Data for Compound 445: R/0.37, (CH2CI2 / MeOH, 
9: 1); *H NMR (400 MHz, CD3OD) 7.31 (s, 1H. 5-H), 6.47 (s, 1H, 7-H), 6.37 (s, 1H, 10- 
H), 3.34 (m, 2H, 2-H), 2.70 (m, 1H, 4-H), 1.88 (m, 2H, 3-H), 1.62 (m, 2H, C#2CH3). 1.00 

25 (t,3H,/ = 7.5,C/f3). 

EXAMPLE 346 

f/re-2/.3KM.2.3.4- Tetrah^ 

glouinoline (Compound 446. structure 81 A of Scheme LIIL where R1=r4=r6=r8=H. r2- 
30 S^methvl. RSstrifluoromethvn 



WO 96/19458 



PCTAJS95/16096 



308 



To a solution of Compound 441 (3.5 mg, 0.012 mmol) and iodomethane (0.10 raL , 1.6 
mmol) in THF (2.0 mL ) was added NaH as a 60% in mineral oil (10 mg, 0.25 mmol) and 
the reaction was stirred at rt for 1 h, then, was quenched by water (10 mL ). Extraction with 
EtOAc (2 x 15 mL) and chromatography (silica gel, EtOAc/hexane, 1/1) afforded 3.0 mg 
5 (81%) of Compound 446 as a yellowish solid. Data for Compound 446: *H NMR (400 
MHz, CDC13) 7.36 (s, 1 H), 6.72 (s, 1 H). 6.32 (s. 1 H). 4.40 (s, 1 H). 3.61 (s. 3 H). 3.14 (m. 
1 H),2.83(dd./ = 16.0,4.4, 1 H), 2.54 (dd, J — 16.0, 11.0. 1 H), 1.63 (m, 1 H), 1.26(d,J = 
6.3 , 3 H), 1 .06 (d, J = 6.6, 3 H). 

10 EXAMPLE 347 

(RISK- 1 .2.3.4-Teti^vdro-^oronvl -6-trifluoromethvl-8.nvridonor5.6-g1ouinoline 
(Cornnound 447. struc ture 62A of .Scheme XLVm. where r1-3=r6=H. R 4 =/i-propyl. 
R5=trifluoromethvn 

1 -fgf-r-Butvloxvcarbonv!- 1 .2.3.4-tetrahv dm-4-hvdroxv-4-DroDvlouinoline. This compound 
1 5 was prepared from 1 -ferr-butyloxycarbamoy 1- 1 ,23.4-tetrahydro-4-quinolone ( 1 .00 g, 4.00 
mmol) in the manner previously described for 1 -rm-butyloxycarbarnoyl-4-ethyl- 1,2,3,4- 
tetrahydro-4-hydroxyquinoline (EXAMPLE 345), affording 567 mg (48%) of the tertiary 
alcohol as a yellow oil (Rf 0.22, hexanes / EtOAc, 4: 1 ). Data for l-ferr-butyloxycarbonyl- 
l,2.3,4-tetrahydro-4-hydroxy-4-propylquinoline: *HNMR (400 MHz, CDCI3) 7.67 (d, 
20 1 H,/= 8.2, 8-H), 7.48 (dd, 1H,7 = 7.9, 1.7, 5-H), 7.20 (ddd, 1H,7 = 8.6. 8.6, 1.4, 6-H). 

7.08 (ddd, 1H, J = 7.6, 7.6, 1.1. 7-H), 4.03 (ddd, 1H, J = 12.8, 7.1, 4.8, 2-H), 3.46 (ddd, 1H, 
J = 13.0, 8.5, 4.4, 2-H), 2.1 1 (ddd, 1H,J = 13.5, 8 J, 4.8, 3-H), 1.89 (ddd, 1H, J = 13.6, 7.2, 
-4.4, 3-H), 1.78 (m, 2H, CW2C2H5), 1.52 [s, 9H, C(C/f3)3l. 1 -32 (m. 2H, CH2C//2CH3). 
0.90 (t, 3H, J = 7.3, CH2C//3). 

25 

r/yy>-1.2.3.4-Tetrahvdro-4-DroDvlouinoline (structure 60A of Scheme XL Vm. where R t- 
3=h. R4;=n-propvn . This compound was prepared from 1 -rerr-butyloxycarbonyl- 1 ,2.3,4- 
tetrahydro-4-hydroxy-4-propylquinoline (550 mg, 1.89 mmol) in the manner previously 
described for 4-ethyl-l^,3,4-tetrahydroquinoline (EXAMPLE 345), affording 229 mg 
30 (66%) of the desired tetrahydroquinoline as a yellow oil (Rf 0.10, hexanes / EtOAc, 2: 1 ). 
Data for (^/5)-l^,3,4-tetrahydro-4-propylquinoline: *HNMR (400 MHz, CDCI3) 7.07 
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(d, 1H,7= 7.6, 5-H), 7.02 (ddd, 1H, J= 7.9, 7.9, 1.1. 7-H), 6.77 (dd, 1H.7= 7.5. 7.4. 6-H). 
6.67 (d, 1H, J = 7.9, 8-H), 6.25 (br s, 1H, N#). 3.37 (ddd, 1H, J = 1 1.5. 1 1.5, 3.5, 2-H). 
3.30 (m, 1 H. 2-H), 2.78 (dddd. 1 H, J » 1 0.0, 5.0, 5.0. 5.0, 4-H), 1 .99 and 1 .84 (2 x m, 2 x 
1H. 3-H). 1.68 (m, 1H, C//2CH2CH3), 1.47 (m. 3H, CH2CH2CH3), 0.95 (t, 3H, J= 7.3, 
5 C#3). 

(R/SD-7- Amino- 1.2.3.4-tetrahvdro4-propvlquinoline (structure 61A of Scheme XLVII1. 
where R 1 ~ 3 =H. R^=n-propvn. This compound was prepared from (RJS)-] ,2,3,4-tetrahydro- 
4-propylquinoline (220 mg, 0.78 mmol) in the manner previously described for 7-amino-4- 

10 ethyl- 1 ,2,3,4-tetrahydroquinoline (EXAMPLE 345), affording 1 14 mg (77%) of the product 
as a colorless oil (Rf 0. 1 0, hexanes / EtOAc, 2: 1 ). Data for (/J/S)-7-amino- 1 ,2,3,4- 
tetrahydrc-4-propylquinoline: *H NMR (400 MHz, CDCI3) 6.80 (d, 1 H, J = 8.0, 5-H), 
6.01 (dd, 1 H, J m 8.0, 2.3. 6-H), 5.83 (d, \H,J- 2.2, 8-H), 3.74 (br s, 1 H. Ntf), 3.41 (br s, 
2H, N^2), 3.28 (ddd. 1 H, J m 1 1 .0. 1 1 .0, 3.3, 2-H), 3. 1 9 (ddd, 1 H, J = 9.7. 4.7, 4.7, 2-H). 

15 2.65 (dddd, 1H, 7 = 5.1, 5.1. 5.1. 5.1, 4-H), 1.89 (dddd, 1H, /= 9.7, 9.7. 9.7. 4.5. 3-H). 1.73 
(dddd, 1H. J = 8.6. 8.6. 4.8, 4.8, 3-H), 1.61 (m, 1H, Cff2CH2CH3), 1.40 (m, 3H, 
CH2CH2CH3), 0.93 (t, 3H, J = 7.0, CH3). 

(R/S)- 1 ^.3.4- Tetrahvdro-4-propvl-6-trifluoromethvl-8-pvridonorS.6-glquinoline 
20 (Compound 4471 This compound was prepared from 7-amino- 1 , 2,3,4-tetrahydro-4- 

propylquinoline (110 mg, 0.58 mmol) in the manner previously described for Compound 
445 (EXAMPLE 345), affording 8.9 mg (5%) of the desired product as a yellow powder (Rf 
0.44, CH2CI2 / MeOH, 9:1). *H NMR (400 MHz, CDCI3) 7.34 (s, 1H. 5-H), 6.65 (s, 1H. 
7-H). 6.40(s. 1H. 10-H),4.65[brs, 1H. (CH3)2CN#)], 3.42 (ddd. 1H,7= 11.2, 11.2,4.0. 
25 2-H), 3.34 (ddd, 1H, J - 7.9, 3.8, 3.8, 2-H), 2.82 (m, 1H. 4-H). 1 .88 (m, 2H, 3-H), 1.52 (m, 
4H, CH2CH2CH3), 0.96 (t, 3H. / = 7. 1 , CH3). 

EXAMPLE 348 

(/y^-3-Ethvl-1.2.3.4-tetrahvdr o-2.2-dimethvl-6-trifluoromethvl-8-Dvridonor5.6-glcmin 
30 (Compound 448. structure 79 A of Scheme LD1. where rJ=r5=r7 =H . R2-3 =met hvl. 
R4=ethvl. R6=trifluoromethvn 
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(l?/y)-^.Fthvl.1.2.3.4-tetrahvdrD-2 -2-dimethvloninoline f structure 77A of Scheme LID. 
where r1=r5 = H, R2-3- nM , r hv1. R4- et hvlV To a solution of 1-terT-butoxycarbonyl- 1.2,3,4- 
tetrahydro-2,2-dimethyl-4-quinolinone (EXAMPLE 325) (0.10 g. 0.36 mraol) and 
iodoethanc (0.50 mL , 6.3 mmol) in DMF (5 mL ) was added NaH (60 % in mineral oil, 40 
5 mg, 1 .0 mmol) and the resulting mixture was stirred at rt for 1 5 h. The reaction was 
quenched with water (5 mL ) and was extracted with EtOAc (2 x 15 mL ). Removal of 
solvent and chromatography of the crude residue on a silica gel column using a 10% 
mixture of EtOAc and hexane as solvents afforded a mixture of products, which was treated 
with TFA (0.50 mL ) in methylene chloride (1.0 mL ) for 3 h. The reaction was neutralized 

10 to pH 1 0 by 5 % NaOH and was extracted with EtOAc (2 x 20 mL ). Chromatography 

(silica gel, EtOAc/hexane, 3/7) afforded 30 mg (41%) of (WS)-3-emyl-l,2,3.4-tetrahydro- 
2,2-dimethyl-4-quinolinone (30 mg, 0.15 mmol) as a colorless oil. The quinolinone (30 mg, 
0.15 mmol) was treated with Et3SiH (1.0 mL ) and BF3-OEt2 (0.05 mL , 0.4 mmol) in 
CH2CI2 ( 1 .0 mL) at 1 00° C for 1 5 h in a sealed tube. Purification of the crude product by 

15 chromatography (silica gel, EtOAc/hexane, 1/9) afforded 20 mg (7 1 %) of (/J/S)-3-ethyl- 
1 ,23,4-tetrahydro-2,2-dimethy Iquinoline. Data for (/VS)-3-ethyl- 1 ,2.3,4-tetrahydro-2,2- 
dimethylquinoline: lH NMR (400 MHz, CDCI3) 6.98 (d, / = 7.5, 1 H), 6.96 (t, J = 7.5. 1 
H), 6.61 (t, /= 7.5, 1 H), 6.44 (d. / = 7.5, 1 H). 3.60 (s. 1 H). 2.90 (dd, J = 16.7. 5.2, 1 H), 
2.41 (dd,y= 16.7, 10.7, 1 H), 1.68 (m, 1 H), 1.52 (m, 1 H), 1.23 (m, 1 H), 1.22 (s, 3 H), 

20 1.05 (s, 3 H). 

(KAtt-3-Ewvl-1.2.3.4-teti^vdro-2 .2-dim^ 

(Compound 448) . The quinoline prepared above (20 mg) was converted to Compound 448 
according to the nitration-hydrogenation-Knorr procedure described for Compound 436 
25 (EXAMPLE 336) to afford 2.0 mg ( 1 3%) of Compound 448 as a yellow solid. Data for 
Compound 448: *H NMR (400 MHz, acetone-d6) 10.65 (s. 1 H), 7.31 (s, 1 H), 6.47 (s, 1 
H), 6.41 (s, 1 H), 6.06 (s, 1 H). 3.01 (dd,/= 16.6,4.8, 1 H),2.53 (dd,J= 16.6, 11.0, 1 H), 
1.72 (m, 1 H). 1.53 (m, 1 H). 1.30 (s, 1 H), 1.12 (s, 3 H), 1.10-1.00 (m. 4 H). 
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(R/S)- 1 ^.3.4-Tetrahvditv2.2^imethvl-6-trifluoroinethv1-3-pro pvl-8- P vridonof 5 fi- 
glquinoline (Compound 449. structure 79A of Scheme Lm. wher e r1=r5 = r7 =H r2- 
3 =methvl. R^n-propvl. R6=trif1uoromethvm 
S f^5)-1.23.4-Tetrahvdro-2.2-dirnethv]-4-Dropvlouino»ine (s tructure 77A of Scheme r.m 
where R ] =R 5 =H. R2-3*metiwL R^n.propyiy This compound was prepared in a manner 
similar to that described for (/?/S)-3-ethyl-l,2,3.4-tetrahydro-2^-<iimethylquinoline 
(EXAMPLE 348) but using iodopropane in place of iodoe thane. (R/S)- 1 ,2,3,4-Tetrahydro- 
2,2-dimethyl-4-propylquinoline was obtained in 16% overall yield as a colorless oil. Data 
10 for (/^5)-1^3.4-teti^ydro-2,2^imemyl^propylquinoline: *H NMR (400 MHz, CDCI3) 
6.98 (<L J = 7.4. 1 H), 6.96 (t, J = 7.4, 1 H), 6.61 (t, J = 7.4, 1 H), 6.45 (d, J = 7.4, 1 H), 3.60 
(brs, 1 H), 2.87 (dd, 7= 16.6, 5.2, 1 H). 2.42 (dd,/= 16.6, 10.7, 1 H), 1.66-1.49 (m, 3 H), 

I. 40,1.25 (m. 2 H), 1.21 (s, 3 H), 1.05 (s, 3 H), 0.92 (t, J = 7.1 , 3 H). 

(R/SY- 1 .2.3.4-Tetr^vdrQ.2.2^imethvl-6- triflnoromethvl-3-propv]-8-Pvridonor5ft- 
15 glouinoline (Compound 440) Compound 449 was prepared in manner similar to that 

described for Compound 448 (EXAMPLE 348), to afford Compound 449 in a 32% overall 
yield. Data for Compound 449: *H NMR (400 MHz, CDCI3) 1 1.00 (s, 1 H), 7.32 (s, 1 H), 
6.61 (s, 1 H),6.42(s, 1 H), 4.60 (brs. 1 H), 2.90 (dd, J = 16.6,4.4, 1 H), 2.45 (dd./ = 16.6, 

I I. 3, I H), 1.70-1.42 (m, 3 H), 1.36-1.24 (m, 2 H), 1.18 (s, 3 H), 1.02 (s. 3 H), 0.93 (t, J = 
20 6.7, 3 H). 



EXAMPLE 350 

1-Memvl-5-trifluoromethvl-7-Pvridonof5.6.rlinHoline (Compou n d 450. structure 83A of 
Scheme LV. whm. r!-3 = r5 =H R4-^fl uorOTnetnvl RQ-methyn . 

25 Compound 419 (10 mg, 0.0393 mmol) and paraformaldehyde (1 1 mg, 0.0393 mmol) were 
dissolved in glacial acetic acid (2.5 mL) and stirred for 10 min at it. NaBH3CN (13 mg, 
0.197 mmol) was added in one portion and allowed to stir at rt for 15 h. The reaction 
mixture was poured over ice and made basic with 10% NaOH. The aqueous layer was 
extracted with EtOAc (3 x 50 mL), dried (Na2S04), filtered, and concentrated. The crude 

30 material was dissolved in 5% MeOH/CHCl3 (0.5 mL) and loaded onto a 1000 urn reverse 
phase TLC plate (Whatman PLKC18F Silica Gel 150 A). The plate was eluted with 80% 
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MeOH/H20 to afford 5.8 mg (55 %) of Compound 450 as a light yellow solid. Data for 
Compound 450: *H NMR (400 MHz, acetone-d6) 7.29 (d, J = 1 .6, 1 H), 6.54 (s, 1 H), 6.10 
(s, 1 H), 3.50 (t, J m 8.1, 2 H), 3.01 (t,J = 8.0, 2 H), 2.83 (s, 3 H). 

5 EXAMPLE 3^1 

6^5-Cvano-2-thienvlVK2-dihvdro-2.2.4>trimethvlquinoline (Compound 451. stucture 4 of 
Scheme II. where Rl=5-cvano-2-thienvl) . 

To a solution of l-/err-buty!oxycartx>nyl-6-(5-fonnyl-2-thienyl)-l^^hydrc>-2^,4- 
trimethylquinoline (12 mg, 0.03 mmol) in acetonitrile/water (10 ml/0.5 ml) was added 

10 hydroxy lamine-O-sulphonic acid (5 mg, 0.04 mmol). The reaction mixture was heated to 
65° C for 1 h. The reaction was quenched with 10% NaOH (5 mL) and extracted with 
EtOAc (10 mL). The organic layer was washed with water and brine (3 x 5 mL each), dried 
(Na2S04), and concentrated in vacuo to afford the crude product as a yellow oil. Hie crude 
product was purified by prep. TLC (20 x 20cm, 250jxm t 25% EtOAc:hexane) to afford 5 mg 

1 5 (40%) of I -rerr-butyloxycarbonyl-6-(5-cyano-2-thienyl)- 1 ,2-dihydro-2,2,4- 

trimethylquinoline as a yellow oil. This product was dissolved in CH2CI2 (5 mL) and 
treated with TFA (0.1 ml) at rt with stirring. After 2 h, the reaction was quenched with 10% 
NaOH (5 mL). The organic layer was washed with water and brine (3x5 mL each), dried 
(Na2S04) and concentrated in vacuo to afford the crude product as a yellow oil. The crude 

20 product was purified by prep. TLC (20 x 20cm, 250jim, 25% EtOAc:hexane) to afford 2 mg 
(60%) of Compound 451 as a yellow oil. Data for Compound 451: R/ 0.3 (silica gel, 25% 
EtOAc:Hex); *H NMR(400 MHz, CDCI3) 7.52 (d, J = 4.0, 1 H), 7.23 (s, 1 H), 7.22 (d, J 
= 7.4. 1 H), 7.07 (d, J = 4.0, 1 H), 6.43 (d, J = 7.4, 1 H), 5.38 (s. 1 H), 2.02 (s, 3 H), 1 .3 1 (s, 
6H). 

EXAMPLE 352 

6>(5-Cvano-3-thienvlV1.2>dihvdn>2.2.4-trimethvlquinoline (Compound 452. stucture 4 of 
Scheme II. where Rl=5-cvano-3-thienvl) . 

4-Bromo-2-cvanothiophene . To a solution of 4-bromo-2-thiophenecarboxaldehyde (1.0 g, 
30 5.2 mmol, Aldrich) in acetonitrile/water (20 wU2 mL) was added hyroxyiamine-O-sulfbnic 
acid (2.4 g, 21.2 mmol, Aldrich). The dark solution was heated to 65° C with stirring. After 
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8 h, the reaction was quenched with 10% NaOH (10 mL). The solution was extracted with 
EtOAc (30 mL). The organic layer was washed with water and brine (3 x 10 mL each), 
dried (Na2S04), and concentrated in vacuo to afford the crude product as a tan solid. The 
crude product was purified by silica flash chromatography (5-25% EtOAc:hexane) to afford 
5 0.50g(51%)of4-bromo>2-cyanothiopheneasawhitesolid. Data for 4-bromo-2- 

cyanothiophene: Rf 0.49 (silica, 25% EtOAc:hex.); *H NMR(400 MHz, CDCI3) 7.54 (s, 1 
H),7.50(s, 1H). 

6-(5-Cvano-3-thienvlV1.2-dihvdro-2.2.4-trimethvlouinoli ne (Compound 452) . This 
1 0 compound was prepared by General Method 2 from compound 9 (200 mg, 0.63 mmol) and 
4-bromo-2-cyanothiophene (0.50 g, 2.65 mmol). The crude product was purified by prep. 
TLC (20 x 20cm, lOOOum, 25% ETOAcHexane) to afford 160 mg (91%) of Compound 
452 as a yellow oil. Data for Compound 452: R/0.50 (silica gel. 25% EtOAcrhex): 1 H 
NMR(400 MHz, CDCI3) 7.79 (s, 1 H), 7.46 (s. 1 H), 7.20 (s, 1 H), 7.16 (d, J = 8.3, 1 H), 
15 6.46 (d, / = 8.3, 1 H), 5.37 (s, 1 H), 2.03 (s, 3 H), 1.31 (s, 6 H); IR (film. NaCl) 1 159, 1381, 
1402. 1449. 1476, 1499, 1609, 1653, 2216, 2915, 3294. 3584. 

EXAMPLE 353 

6-(3-Formvlphenvl)-l^-dihvdro-2^.4-trimetfivloMinoli ne (Compound 453. structure 4 of 

20 Scheme II. where Rlg3-formvlphenv1 ) 

This compound was prepared by General Method 2 from Compound 9 (50 mg, 0.1 58 mmol) 
and 2-(3-bromophenyl)-l,3-dioxolane (171 mg, 0.788 mmol). Purification by flash 
chromatography on silica gel (20 g) using 5% EtOAc:hexanes afforded 21 mg (48%) of 
Compound 453 as a yellow oil. Data for Compound 453: *H NMR (400 MHz, acetone- 

25 d6) 10.09 (s, 1 H). 8. 1 1 (d, J = 1.4. 1 H). 7.90 (d. J - 7.2, 1 H), 7.77 (d. J = 7.5, 1 H), 7.59 
(t, / = 7.6, 1 H), 7.40 (d, / = 2.2, 1 H), 7.33 (dd, / = 8.4, 2.2, 1 H), 6.61 (d. J = 8.2, 1 H), 
5.40 (s, 1 H), 5.38 (bs. 1 H). 1.29 (s. 9 H). 

EXAMPLE 354 

30 1 .2-Dihvdro-2.2.4-trimethvl^-f3-frnethvl S ulfonvnphenvl1 auinoline (Compound 454. 
structure 4 of Scheme II. wh ere Rl=3-(methvlsu1fonvnphenvl 1 
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3-Bromophenvirmethvnsulfone , In a 50 mL r.b flask, m-CPB A (623 mg, 2. 1 66 mmol, 
60%) was suspended in CH2CI2 (20 mL) and cooled to -20° C. 3-Bromothioanisole (200 
mg, 0.985 mmol) in CH2CI2 (1 mL) was added to the slurry and allowed to warm to it for 2 
h. The reaction was quenched with H2O and the aqueous layer was extracted with CH2CI2 
5 (3 x 50 mL). The combined organics were washed with brine (25 mL), dried (Na2S04), 
filtered, and concentrated onto Celite™. The materia] was purified by flash chromatography 
on silica gel (40 g) using 30% EtOAc/hexanes as eluent to afford 229 mg (99 %) of the 
sulfone as a tan solid. Data for 3-bromophenyl(methyl)sulfone: *H NMR (400 MHz, 
CDCI3) 8.10 (t, 7 = 1 .6, 1 H), 7.88 (d, J = 7.9, 1 H), 7.79 (d, J = 8.0, 1 H), 7.46 (t, J = 7.9, 1 
10 H), 3.07 (s, 3 H). 

L2>Dihvdn>-2.2.4-tri methv16>r3>(methvlsulfonvnDhenvllQuinoline f Compound 454). This 
compound was prepared by a modification of General Method 2 as follows. A flask was 
charged with Compound 9 (123 mg, 0.388 mmol), the sulfone (83 mg, 0.353 mmol), 

1 5 Pd(OAc)2 (4 mg, 0.01 8 mmol), triphenylphosphine ( 1 8.5 mg, 0.07 1 mmol), and K3PO4 
(1 12.4 mg, 0.530 mmol). The flask was flushed with N2 for 5 min and then 5 mL of DMF 
(anhydrous) was added. The resulting reaction mixture was heated to 100° C for 15 h. The 
reaction was allowed to cool to rt and was quenched with H2O (20 mL). The aqueous layer 
was extracted with EtOAc (3x100 mL). The combined organics were washed with H2O 

20 (3x50 mL) and brine (30 mL), dried (Na2S04), filtered and concentrated. The resulting 
material was dissolved in dimethylsulfide (0.5 mL), and cooled to 0° C. This solution was 
treated with trifluoroacetic acid (0 J mL) and allowed to stir at 0° C for lh. The reaction 
was quenched with H2O (2 mL) followed by a slow addition of NaHC03 (sat) until 
neutralized. The aqueous was extracted with EtOAc (2 x 30 mL). The combined organics 

25 were washed with brine (10 mL), dried (Na2S04), filtered and concentrated onto Celite™. 
The material was purified by flash chromatography on silica gel (30 g) using 25% 
EtOAc/hexanes as eluent to give 15 mg (12% overall) of Compound 454 as a light yellow 
film. Data for Compound 454: *H NMR (400 MHz, acetone-d6) 8.08 (t, J = 1 .8, 1 H), 7.91 
(dd, J = 6.7, 1.5. 1 H), 7.78 (dd, J = 6.5, 1 .6, 1 H), 7.64 (t, J - 7.8, 1 H), 7.39 (d, J = 2. 1 , 1 

30 H), 7.33 (dd, /= 8.1, 2.0, 1 H), 6.61 (d, J = 8.1, 1 H), 5.43 (bs, 1 H), 5.41 (s. 1 H), 3.16 (s, 3 
H), 2.09 (s, 3H), 1.3 (s,6H). 



WO 96/19458 



PCT/US95/16096 



315 

EXAMPLE 355 
(/yS^(3-Cvano-5-fluorophenvlll.2.3.4-^^^ 
455. structure 5 of Scheme I. where Rl=3-cv ano-5-fluorophenvn 
5 A 25 mL r.b. flask was charged with Compound 271 (EXAMPLE 1 7 1 ) ( 1 45.0 mg, 0.50 
mmol), ethyl acetate (1 mL) and 10% Pd/C (10 mg). The flask was fitted with a septum and 
the system was flushed with nitrogen. A balloon filled with hydrogen gas was inserted into 
the reaction flask and the reaction was allowed to progress at rt for 2 h. The crude reaction 
mixture was filtered through a plug of Celite™. The crude mixture was purified by reverse 

10 phase semi-preparatory HPLC (70 % methanoJ/water-with trace triethyl amine; retention 
time 29 min.) yielding 50.0 mg (34%) of Compound 455. Data for Compound 455: *H 
NMR (400 MHz, acetone-d6) 7.8 1 (dt, J = 2.9, 1 .5, 1 H), 7.65 (ddt, / = 8.9, 3.7, 2.3, 1 H), 
7.55 (s. 1 H), 7.37 (dd, J = 9.7. 1.1, 1 H), 7.32 (dd, 7=8.6, 1.2, 1 H), 6.59 (d, 7 = 8.4, 1 H), 
5.25 (br s, 1 H), 2.95 (m. 1 H), 1.80 (ddd, 7 = 8.0, 5.4, 1.5, 1 H), 1.40 (m, 4 H), 1.25 (s, 3 

15 H), 1.19 (s, 3 H). 

EXAMPLE 356 
(i&^9-Chloro-1.2-dihvdiT>-2.2.4.tri^ 

(Compound 456, structure 4 2 of Scheme XI. where R=phenv1 R 1=H. R2=m 
20 This compound was prepared by General Method 5 (Example 60) from Compound 209 (75 
mg, 0.230 mmol) and phenyl magnesium bromide (1.84 mL, 1.84 mmol) to afford 61 mg 
(68 %) of Compound 456 as a clear film. Data for Compound 456: *H NMR (400 MHz, 
acetone-d6) 7.58 (d, 7= 2.3. 1 H), 7.56 (s. 1 H). 7.22 (m, 4 H). 7.19 (m, 1 H), 6.94 (dd. 7 = 
8.5, 2.5, 2 H). 6.83 (d, 7 = 8.5, 1 H), 6.76 (d. 7 = 8.5, 1 H), 5.63 (br s, 1 H). 5.46 (d, 7 = 8.5. 
25 1 H), 1.98 (s, 3 H), 1.26 (s, 3 H), 1.24 (s. 3 H). 

EXAMPLE 357 

WS>g-PuryH.2Htihvdro-2.2.4.9-^ 

457. structure 42 nf Scheme XI . where R=n-butvl. Rl=H. R^ethvH . 
30 This compound was prepared by General Method 5 (EXAMPLE 60) from Compound 316 
(EXAMPLE 216) (44 mg. 0. 14 mmol) and «-BuLi (2.5 M in hexanes, 0.30 mL. 0.75 mmol. 
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5.2 equivuiv) to afford 12 mg (24%) of Compound 457 as a pale yellow glass. Data for 
Compound 457: *H NMR (400 MHz, acetone-d6): 7.48 (s, 1 H), 7.45 (d, J = 8.2, 1 H), 
6.91 (d, 7=6.6, 1 H), 6.76 (d, 7=8.0, 1 H), 6.67 (d, J = 8.2, 1H), 5.80 (dd, 7=7.9, 3.3, 1 
H). 5.51 (s, 1 H), 5.36 (brs, 1 H), 2.81 (s, 3 H), 2.78 (s, 3 H), 1. 75 (m, I H), 1.55-1.35 (m, 
5 3 H), 1 .30-1 .20 (m, 2 H), 1 .27 (s, 3 H), 1 . 1 8 (s, 3 H), 0.84 (t, J = 7.3, 3 H). 

Steroid Receptor Activity 

Utilizing the "cis-trans" or "co-transfection" assay described by Evans et ah, Science . 
240:889-95 (May 13, 1988), the disclosure of which is herein incorporated by reference, the 

10 compounds of the present invention were tested and found to have strong, specific activity 
as both agonists, partial agonists and antagonists of PR, AR, ER, GR and MR. This assay is 
described in further detail in U.S. Patent Nos. 4,981,784 and 5,071,773, the disclosures of 
which are incorporated herein by reference. 

The co-transfection assay provides a method for identifying functional agonists and 

15 partial agonists which mimic, or antagonists which inhibit, the effect of native hormones, 
and quantifying their activity for responsive IR proteins. In this regard, the co-transfection 
assay mimics an in vivo system in the laboratory. Importantly, activity in the co-transfection 
assay correlates very well with known in vivo activity, such that the co-transfection assay 
functions as a qualitative and quantitative predictor of a tested compounds in vivo 

20 pharmacology. See, e^ T. Berger et al. 4 1 7. Steroid Biochem. Molec. Biol. 773 ( 1 992), 
the disclosure of which is herein incorporated by reference. 

In the co-transfection assay, a cloned cDNA for an IR (e.g., human PR, AR or GR) 
under the control of a constitutive promoter (e.g., the SV 40 promoter) is introduced by 
transfection (a procedure to induce cells to take up foreign genes) into a background cell 

25 substantially devoid of endogenous IRs. This introduced gene directs the recipient cells to 
make the IR protein of interest A second gene is also introduced (co-transfected) into the 
same cells in conjunction with the IR gene. This second gene, comprising the cDNA for a 
reporter protein, such as firefly luciferase (LUC), controlled by an appropriate hormone 
responsive promoter containing a hormone response element (HRE). This reporter plasmid 

30 functions as a reporter for the transcription-modulating activity of the target IR. Thus, the 
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reporter acts as a surrogate for the products (mRNA then protein) normally expressed by a 
gene under control of the target receptor and its native hormone. 

The co-transfection assay can detect small molecule agonists or antagonists of target 
IRs. Exposing the transfected cells to an agonist iigand compound increases reporter 
5 activity in the transfected cells. This activity can be conveniently measured, e.g., by 
increasing luciferase production, which reflects compound-dependent, IR-mediated 
increases in reporter transcription. To detect antagonists, the co-transfection assay is carried 
out in the presence of a constant concentration of an agonist to the target IR (e.g., 
progesterone for PR) known to induce a defined reporter signal. Increasing concentrations 
10 of a suspected antagonist will decrease the reporter signal (e.g., luciferase production). The 
co-transfection assay is therefore useful to detect both agonists and antagonists of specific 
IRs. Furthermore, it determines not only whether a compound interacts, with a particular IR, 
but whether this interaction mimics (agonizes) or blocks (antagonizes) the effects of the 
native regulatory molecules on target gene expression, as well as the specificity and strength 
IS of this interaction. 

The activity of selected steroid receptor modulator compounds of the present 
invention were evaluated utilizing the co-transfection assay, and in standard IR binding 
assays, according to the following illustrative Examples. 

20 EXAMPLE 358 

Co-transfection assay 

CV-1 cells (African green monkey kidney fribroblasts) were cultured in the presence 
of Dulbecco's Modified Eagle Medium (DMEM) supplemented with 10% charcoal resin- 
stripped fetal bovine serum then transferred to 96- well microtiter plates one day prior to 
25 transfection. 

To determine PR agonist and antagonist activity of the compounds of the present 
invention, the CV-1 cells were transiently transfected by calcium phosphate coprecipitation 
according to the procedure of Berger et aL, 41 /. Steroid Biochenu Mol Biol. % 733 (1992) 
with the following plasmids: pSVhPR-B (5 ng/well), MTV-LUC reporter (100 ng/well), 
30 pRS-B-Gal (50 ng/well) and filler DNA (pGEM; 45 ng/well). The receptor plasmid, 

pSVhPR-B, contains the human PR-B under constitutive control of the SV-40 promoter, and 
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is more fully described in E. Vegeto et al. t "The mechanism of RU 486 antagonism is 
dependent on the conformation of the carboxy-terminal tail of the human progesterone 
receptor", 69 Cell, 703 (1992), the disclosure of which is herein incorporated by reference. 
Similarly, the AR, ER, GR and MR agonist and antagonist activity of the compounds of the 
5 present invention were determined according to the same procedure described herein, except 
that the plasmids pRShAR, pRShER, pRShGR and pRShMR were substituted for the 
plasmid pSVhPR-B described above. Each of these plasmids are more fully described in 
J.A. Simental et aL, "Transcriptional activation and nuclear targeting signals of the human 
androgen receptor", 266 /. BioL Chenu, 510 (1991) (pRShAR), M.T. Tzukerman et al., 

10 "Human estrogen receptor transactivational capacity is determined by both cellular and 

promoter context and mediated by two functionally distinct intramolecular regions", 8 MoL 
Endocrinol* 21 (1994) (pRShER), V. Giguere et aL, "Functional domains of the human 
glucocorticoid receptor", 46 Cell, 645 (1986) (pRShGR), and /i. Amza et al., "Cloning of 
human mineralocorticoid receptor complementary DNA: structural and functional kinship 

15 with glucocorticoid receptor", 237 Science, 268 (1987) (pRShMR), the disclosures of which 
are herein incorporated by reference. 

The reporter plasmid, MTV-LUC, contains the cDNA for firefly luciferase (LUC) 
under control of the mouse mammary tumor virus (MTV) long terminal repeat, a conditional 
promoter containing a progesterone response element This plasmid is more fully described 

20 in Berger et al. supra . In addition, for ER agonist and antagonist determinations, the 
reporter plasmid MTV-ERE5-LUC, which contains LUC under control of the mouse 
mammary tumor virus (MTV) long terminal repeat in which the glucocorticoid response 
elements have been deleted and replaced with five copies of a 33-base pair ERE as 
described in Tzukerman et al., supra , was substituted for the MTV-LUC plasmid described 

25 herein. pRS-fi-Gal, coding for constitutive expression of E. coli B-galactosidase (B-Gal), 
was included as an internal control for evaluation of transfection efficiency and compound 
toxicity. 

Six hours after transfection, media was removed and the cells were washed with 
phosphate-buffered saline (PBS). Media containing reference compounds (i.e. progesterone 
30 as a PR agonist, mifepristone ((llbeta,17beta)-n-[4-(dimethylamino)phenyl]-17-hydroxy- 
17-(l-propynyl)estra-4,9-dien-3-one: RU486; Roussel Uclaf) as a PR antagonist; 
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dihydrotcstosterone (DHT; Sigma Chemical) as an AR agonist and 2-OH-flutamide (the 
active metabolite of 2-methyI-N-[4-nitro-3-(trifluoromethyl)phenyl]pronanamide; Schering- 
Plough) as an AR antagonist; estradiol (Sigma) as an ER agonist and ICI 164384 (N-butyl- 
3, 1 7-dihydroxy-N-methyl-(7-alpha, 1 7-beta)-estra- 1,3,5(1 0)-triene-7-undecanamide; ICI 
5 Americas) as an ER antagonist; dexamethasone (Sigma) as a GR agonist and RU486 as a 
GR antagonist; and aldosterone (Sigma) as a MR agonist and spirolactone ((7-alpha- 
[acetylthio]-17-alpha-hydroxy-3-oxopregn-4-ene-21-carboxylic acid gamma-lac tone; 
Sigma) as an MR antagonist) and/or the modulator compounds of the present invention in 
concentrations ranging from 1(H 2 to 10* 5 M were added to the cells. Three to four 
10 replicates were used for each sample. Transfections and subsequivuent procedures were 
performed on a Biomek 1000 automated laboratory work station. 

After 40 hours, the cells were washed with PBS, lysed with a Triton X- 1 00-based 
buffer and assayed for LUC and B-Gal activities using a luminometer or spectrophotometer, 
respectively. For each replicate, the normalized response (NR) was calculated as: 

15 

LUC response/B-Gal rate 
where B-Gal rate = B-Gal* Ixl0" 5 /B-Gal incubation time. 

20 The mean and standard error of the mean (SEM) of the NR were calculated. Data 

was plotted as the response of the compound compared to the reference compounds over the 
range of the dose-response curve. For agonist experiments, the effective concentration that 
produced 50% of the maximum response (EC50) was quantified. Agonist efficacy was a 
function (%) of LUC expression relative to the maximum LUC production by the reference 

25 agonist for PR, AR, ER, GR or MR. Antagonist activity was determined by testing the 
amount of LUC expression in the presence of a fixed amount of progesterone as a PR 
agonist, DHT as an AR agonist, estradiol as an ER agonist, dexamethasone as a GR 
agonist, or aldosterone as an MR agonist at the EC50 concentration. The concentration of 
test compound that inhibited 50% of LUC expression induced by the reference agonist was 

30 quantified (IC50). In addition, the efficacy of antagonists was determined as a function (%) 
of maximal inhibition. 
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IR Binding assay 

PR and GR Binding : In addition, the binding of the compounds of the present 

invention to the steroid receptors was also investigated according to the following 
S methodology for PR and GR. PR and GR proteins were prepared from Baculovirus extracts 

by incorporating the appropriate cDNAs for human progesterone receptor A form (PR-A; P. 

Kastner et al., 9 'EMBO, 1603 (1990), the disclosure of which is herein incorporated by 

reference) and human glucocorticoid receptor alpha (GRct) into appropriate baculovirus the 

expression plasmids as described in E.A. Allegretto et al.. 268 /. Biol Chenu, 26625 (1993); 
10 G. Srinivasan and B. Thompson, 4 Mol Endo. % 209 (1990); and D.R. O'Reilly et al., In, 

"Baculovirus Expression Vectors", D.R. O'Reilly et al., eds., W.H. Freeman, New York, 

NY, pp. 139-179 (1992), the disclosures of which are herein incorporated by reference. 

Assay buffers consisted of the following: PR, 10% glycerol, 10 mM Tris, 1 mM EDTA, 12 

mM monothioglycerol (MTG) and ImM PMSF, pH = 7.5 @ 4°C; GR, 10% glycerol, 25 
1 5 mM sodium phosphate, 10 mM KF, 2mM DTT, 0.25 mM CHAPS, and 20 mM sodium 

molybdate, pH = 7.5. 

The PR and GR steroid receptor binding assays were performed in the same manner. 

The final assay volume was 500 \xL for PR and 250 |iL for GR, and contained -5 \ig of 

extract protein for PR and -50 mg for GR, as well as 2-4 nM of the appropriate [ 3 H] steroid 
20 (e.g, [ 3 H] progesterone and [ 3 H] dexamethasone, respectively) and varying concentrations 

of competing ligand at concentrations that ranged from 0 - 10' 5 M. Incubations were 

carried out at 4°C for 16 hours. 

Non-specific binding was defined as that binding remaining in the presence of 500 

nM of the appropriate unlabelled steroid. At the end of the incubation period, bound from 
25 free ligand were separated by either charcoal (PR) or hydroxylapatite (GR). The amount of 

bound tritiated hormone was determined by liquid scintillation counting of an aliquot (700 

mL) of the supernatant fluid or the hydroxylapatite pellet. 

AR Binding : For the whole cell binding assay, COS-1 cells in 96- well microtiter 

plates containing DMEM-10% FBS were transfected as described above with the following 
30 plasmid DNA: pRShAR (2 ng/well), pRS-B-Gal (50 ng/well) and pGEM (48 ng/well). Six 

hours after transfection, media was removed, the cells were washed with PBS and fresh 
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media was added. The next day, the media was changed to DMEM-serum free to remove 
any endogenous ligand that might be complexed with the receptor in the cells. 

After 24 hours in serum-free media, either a saturation analysis to determine the Kd 
for tritiated dihydrotestosterone ( 3 H-DHT) on human AR or a competitive binding assay to 
5 evaluate the ability of test compounds to compete with 3 H-DHT for AR was performed. 
For the saturation analysis, media (DMEM-0.2% CA-FBS) containing 3 H-DHT (in 
concentrations ranging from 12 nM to 0.24 nM) in the absence (total binding) or presence 
(non-specific binding) of a 100-fold molar excess of unlabeled DHT were added to the 
cells. For the competitive binding assay, media containing 1 nM 3 H-DHT and test 
10 compounds in concentrations ranging from 10" 10 to 10' 6 M were added to the cells. Three 
replicates were used for each sample. After three hours at 37°C, an aliquot of the total 
binding media at each concentration of 3 H-DHT was removed to estimate the amount of 
free 3 H-DHT. The remaining media was removed, the cells were washed three times with 
PBS to remove unbound ligand, and cells were lysed with a Triton X-100-based buffer. The 
1 5 lysates were assayed for amount of bound 3 H-DHT and B-Gal activity using a scintillation 
counter or spectrophotometer, respectively. 

For the saturation analyses, the difference between the total binding and the 
nonspecific binding, normalized by the B-Gal rate, was defined as specific binding. The 
specific binding was evaluated by Scatchard analysis to determine the Kd for 3 H-DHT. See 
20 D. Rodbard, "Mathematics and statistics of ligand assays: an illustrated guide" Iq: /. 

Langon and J J. Clapp, eds., Ligand Assay, Masson Publishing U.S.A., Inc., New York, pp. 
45-99, (1981), the disclosure of which is herein incorporated by reference. For the 
competition studies, the data was plotted as the amount of 3 H-DHT (% of control in the 
absence of test compound) remaining over the range of the dose-response curve for a given 
25 compound. The concentration of test compound that inhibited 50% of the amount of 3 H- 
DHT bound in the absence of competing ligand was quantified (IC50) after log-logit 
transformation. The Kj values were determined by application of the Cheng-Prusoff 
equi vuation to the IC50 values, where: 

I&o- 

30 Kj= (1+[ 3 H-DHT])/Kd for 3 H-DHT 



\ 
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To date f binding assays have not been performed utilizing ER or MR proteins. 
After correcting for non-specific binding, IC50 values were determined. The IC50 
value is defined as the concentration of competing ligand needed to reduce specific binding 
by 50%. The IC50 value was determined graphically from a log-logit plot of the data. The 
5 Kj values were determined by application of the Cheng-Prusoff equivuation to the IC50 . 
values, the labeled ligand concentration and the Kd of the labeled ligand. 

The agonist, antagonist and binding activity assay results of selected steroid receptor 
modulator compounds of present invention and the standard reference compounds on PR, 
AR, ER, GR and MR, as well as the cross-reactivity of selected compounds on all of these 
10 receptors, are shown in Tables 1-5 below. Efficacy is reported as the percent maximal 
response observed for each compound relative to the reference agonist and antagonist 
compounds indicated above. Also reported in Tables 1-5 for each compound is its 
antagonist potency or IC50 (which is the concentration (nM), requivuired to reduce the 
maximal response by 50%), its agonist potency or EC50 (nM). PR, AR and GR protein 
15 binding activity (Ki in nM) is shown in Tables 1-2 and 4. 

Table 1 : Agonist, antagonist and binding activity of selected steroid receptor 
modulator compounds of present invention and the reference agonist 
compound. Progesterone (Prog), and reference antagonist compound, 
20 mifepristone (RU486), on PR. 



Cmpd 


PR Agonist 
CV-1 Cells 


PR Antagonist 
CV-1 Cells 


PR 
Binding 


No. 


Efficacy 
(%) 


Potency 
(nM) 


Efficacy 

(%) 


Potency 
(nM) 


K, 
(nM) 


103 


na 


na 


91 


780 


372 


104 


39 


2.750 


71 


120 


82 


109 


na 


na 


87 


138 


23 


116 


nt 


nt 


85 


549 


38 


117 


na 


na 


68 


462 


na 


124 


74 


1,600 


36 


10 


4 


126 


124 


2,400 


58 


145 


11 


132 


22 


6,400 


76 


80 


31 


150 


! 24 


3,200 


91 


24 


17 


152 


na 


na 


82 


130 


53 


161 


1 47 


203 


75 


209 


3 


163 


77 


15 


45 


3,617 


1 
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PR Agonist 


PR Antagonist 


PR 


Cmpd 


CV-1 Cells 


CV-1 Cells 


Binding 




Efficacy 


Potency 


Efficacy 


Potency 


K, 


No. 


(%) 


(nM) 


(%) 


(nM) 


(nM) 


191 


26 


9 


74 


150 


1 


195 


89 


13 


na 


na 


3 


210 


72 


16 


na 


na 


3 


220 


147 


33 


na 


na 


1 


221 


105 


117 


na 


na 


4 


228 


114 


40 


na 


na 


i 3 


271 


na 


na 


78 


32 


10 


286 


na 


na 


84 


155 


61 


291 


na 


na 


79 


46 


4 


310 


na 


na 


70 


260 


7 


313 


26 


300 


94 


140 


87 


328 


86 


2200 


65 


26 


7 


331 


na 


na 


88 


210 


273 


332 


138 


3 


na 


na 


0.4 


368 


183 


43 


na 


na 


4 


374 


231 


4 


na 


na 


0.5 


377 


101 


550 


na 


na 


20 


379 


na 


na 


87 


350 


25 


381 


81 


58 


na 


na 


18 


385 


27 


82 


45 


2300 


31 


389 


133 


17 


na 


na 


4 


i 391 


na 


na 


65 


120 


187 


400 


na 


na 


68 


370 


14 


401 


43 


600 


na 


na | 


150 


452 


119 


2400 


70 


24 


17 


i 455 


na 


na 


76 


35 


10 


Proe 


100 


4 


na 


na 


3 


RU486 


na 


na 


96 


0.1 


0.8 



na = not active (Le. efficacy of <20 and potency of >1 0,000) 
nt = not tested 
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Table 2: Agonist, antagonist and binding activity of selected steroid receptor 
modulator compounds of present invention and the reference agonist 
compound, dihydrotestosterone (DHT), and reference antagonist 
compound, 2-hydroxyflutamide (Flut), on AR. 

5 





AR Agonist 


AR Antagonist 




Cmpd 


CV-1 Cells 


CV-1 Cells 


Rinriino 




JLiiiivMcy 




ftfiiicjicy 


x oicncy 




No. 


1222 


ISS21 


1222 


(nM) 




238® 




in 


ua 


na 


44 


247 


23 


2,400 


69 


34 


oo*t 


255 


na 


na 


82 


25 


675 


256 


na 


na 


91 


62 


4.500 


260 


na 


na 


53 


24 


435 


265 


na 


na 


78 


56 


23 


405 


na 


na 


89 


77 


6 


414 


118 


1 


na 


na 


0.3 


416 


88 


340 


24 


5009 


388 


417 


na 


na 


74 


21 


23 


418 


na 


na 


63 


200 


1000 


419 


29 


1800 


74 


46 


60 


420 


40 


2100 


80 


32 


346 1 


437 


na 


na 


72 


13 


38 ""] 


445 


74 


7 


32 


8450 


13 


DHT 


100 


6 


na 


na 


2 


Flut 


na 


na 


87 


26 


2085 



na = not active (Le. efficacy of <20 and potency of > 10,000) 
® profiles as an AR antagonist m vivo 
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Table 3: Agonist, antagonist and binding activity of selected steroid receptor 
modulator compounds of present invention and the reference agonist 
compound, Estrogen (Estr), and reference antagonist compound, ICI 
5 164,384 (ICI 164), on ER. 



Cmpd 


ER Agonist 
CV-1 Cells 


ER Antagonist 
CV-1 Cells 


No. 


Efficacy 


Potency 
(»M> 


Efficacy 
(•/.> 


Potency 
(nM) 


161 


nt 


nt 


86 


505 


170 


nt 


nt 


78 


580 


191 


nt 


nt 


93 


330 


192 


na 


na 


80 


195 


194 


nt 


nt 


94 


390 


195 


90 


1900 


68 


4406 


Estr 


100 


7 


na 


na 


ICI 164 


na 


na 


99 


43 



na = not active (i.e. efficacy of <20 and potency of >1 0,000) 
nt = not tested 

10 



15 

{rest of page left purposely blank] 



WO 96/19458 



PCI7US95/16096 



326 



Table 4: Antagonist and binding activity of selected steroid receptor modulator 
compounds of present invention and the reference antagonist 
compounds, RU486 and Spironolactone (Spir), on GR and MR, 
respectively. 

5 



Cmpd 


GR Antagonist 
CV-1 Cells 


MR Antagonist 
CV-1 Cells 


gr ; 

Binding 1 


No. 


Efficacy 
(%) 


Potency 
(nM) 


Efficacy 

(%) 


Potency 
(nM) 


K, 
(nM) 


161 


97 


600 


58 


1000 


137 


167 


96 


855 


61 


2000 


21 


170 


94 


1550 


84 


410 


47 ! 


192 


81 


280 


70 


320 


214 


195 


96 


590 


47 


1900 


26 


RU486 


100 


1 


77 


1100 


0.4 


Spir 


80 


2000 


96 


25 


nt 



nt - not tested 



Table 5: Overall agonist and antagonist potency of selected steroid receptor 
modulator compounds of present invention and the reference 
agonist and antagonist compounds shown in Tables 1-4 on PR, 
AR, ER, GR and MR. 

15 



Cmpd 


PR Potency 


AR Potency 


ER Potency 


GR 
Potency 


MR 
Potency 


No. 


Agon 
(nM) 


An tag 
<nM) 


Agon 
(nM) 


Antag 
(nM) 


Agon 
(nM) 


Antag 
(nM) 


Antag 
<nM> 


Antag 
(nM) 


124 


1600 


10 


nt 


1500 


2100 


na 


na 


na 


150 


3200 


24 


nt 


140 


nt 


na 


2700 


1900 


163 


15 


3617 


nt 


1550 


na 


2150 


1330 


1450 


170 


73 


145 


nt 


290 


nt 


580 


1550 


410 


1 191 


9 


150 


nt 


520 


nt 


330 


nt 


nt 


192 


na 


89 


nt 


79 


nt 


195 


280 


320 


195 


13 


na 


nt 


470 


1900 


4406 


590 


1900 


255 


na 


3050 


na 


25 


na 


na 


na 


na 


260 . 


na 


230 


na 


24 


nt 


nt 


nt 


nt 


Proe 


4 


na 


1300 


na 


na 


na 


na 


nt 


RU486 


na 


0.1 


na 


12 


na 


1500 


0.7 


1100 


DHT 


na 


1800 


6 


na 


1700 


na 


na 


nt 


Flut 


na 


1900 


na 


26 


na 


na 


na 


na 


Estr 


nt 


nt 


na 


na 


7 


na 


na 


nt 
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Cmpd 


PR Potency 


AR Potency 


ER Potency 


GR 
Potency 


MR 
Potency 


No. 


Agon 
(nM) 


Antag 
(nM) 


Agon 
(nM) 


Antag 
(nM) 


Agon 
(nM) 


Antag 
(nM) 


Antag 
(nM) 


Antag 
<nM) 




na 


na 


na 


na 


na 


160 


na 


na 


1 Spir 1 nt 


268 


nt 


nt 


na 


na 


2000 


25 



na=not active (he*, efficacy of >20 and potency of >10,000) 
nt=not tested 



5 

As can be seen in the Tables, Compounds 1 63, 191 , 332 and 374 are highly selective 
PR agonists, while Compounds 124, 150, 328 and 455 are highly selective PR antagonists. 
Importantly* these PR antagonist Compounds show very little or no cross reactivity on GR, 
or any of the other tested steroid receptors. In contrast, the known PR antagonist, RU486, 
10 shows strong cross reactivity on both GR and AR, showing essentially equivual potency as 
both a PR and GR antagonist Thus RU486 may not be generally useful for long-term, 
chronic administration due to this undesirable GR cross reactivity. Furthermore, 
Compounds 255, 260, 417 and 437 of the present invention shown equivual or better 
activity as AR antagonists than the known antagonist compound 2-OH-flutamide. 

15 

EXAMPLE 359 

The effectiveness of selected compounds of the present invention as PR agonists was 
investigated in the well recognized uterine wet weight assay, as described in GJ. Marcus, 
"Mitosis in the rat uterus during the estrous cycle, early pregnancy and early 

20 pseudopregnancy", 10 Biol. Reprod., 447 (1974), S. Sakamoto et al., "Effects of estrogen 
and progesterone on thymidine kinase activity in the immature rat uterus", 145 Am. 7. 
Obstet. Gynecol,! \ \ (1983), and C.W. Emmens and R.I. Dorfman, "Estrogens" (Ch. 2) and 
"Antiestrogens" (Ch. 3). in Methods in Hormone Research, ed. RJ. Dorfman, Academic 
Press, New York, New York, ppl01-130 (1969), the disclosures of which are herein 

25 incorporated by reference. Four to five week old, ovariectomized, Sprague-Dawely rats 

(Harlan-Sprague-Dawely, Indianapolis, IN) were obtained 1 week after surgery and allowed 
to acclimate for an additional week after shipment. Compound 163, Compound 210, 
medroxyprogesterone acetate (MPA) (Sigma, St Louis, MO) a synthetic progesterone 
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agonist, and estrone (El) (Sigma, St. Louis, MO) a synthetic estrogen agonist, were fully 
dissolved in purified sesame oil (Croda, Parsippany JiJ). Animals were randomized into 
treatment groups (4 rats/group) and administered Compound 163, Compound 210, or MPA 
(03, 1 .0 or 3.0 mg/rat, 0.5 mL volumes, oral, once a day for three days in the presence of 
5 estrone (10 pg/day, subcutaneous). Additional control groups of rats were administered 
estrone or vehicle (i.e. sesame oil) alone. Animals were sacrificed on the fourth day of the 
experiment Upon necropsy, uterine wet weights were obtained, and are reported in Table 6 
below. 

10 Table 6: Mean uterine wet weights in presence of estrone (10 jig), MPA, a 

recognized PR agonist, and Compounds 163 and 210 of the present 
invention. 





El 


MPA 


Cmpd 163 


Cmpd 210 


Mean Uterine 


Group 


(ua) 


(mg) 


(mg) 


(mg) 


Wet Weight (mg) 


Control 


none 


none 


none 


none 


45 


1 


10 


none 


none 


none 


205 


2 


10 


0.3 


none 


none 


140 


3 


10 


1.0 


none 


none 


130 


1 4 


10 


3.0 


none 


none 


130 


5 


10 


none 


3.0 


none 


125 


6 


10 


none 


none 


0.3 


110 


7 


10 


none 


none 


1.0 


100 


8 


10 


none 


none 


3.0 


100 



IS As can be seen in Table 6, estrone alone increased uterine wet weight 4-fold over 

control treated animals. MPA co-administered with estrone significantly decreased the 
uterine wet weight at doses of 0.3 mg, 1 .0 mg, and 3.0 mg/rat. Compound 163 at a dosage 
of 3 mg/rat, decreased by approximately half, the mean uterine wet weight, as did 
Compound 210 at doses of 0.3 mg, 1.0 mg, and 3.0 mg/rat. 

20 

EXAMPLE 360 

The activity of Compound ISO of the present invention as a PR antagonist was 
25 measured via an implantation assay, a recognized test of antiprogestin activity, as described 
in F.H.Bronson, et ah, "Reproduction", In Biology of the Laboratory Mouse* 2nd ed., pp 
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187-204, McGraw Hill, New York, NY (1966), the disclosure of which is herein 
incorporated by reference. Virgin female mice (ICR strain) were caged with fertile males of 
the same strain overnight and examined the next morning for vaginal plugs (Day 1 of 
pregnancy). Mating was assumed to have taken place at 02.00 h, time 0. 

The animals were treated orally with a known amount of the amiprogestin, 
mifepristone (RU486) or Compound 150 daily between days 2 and 4 of pregnancy. 
Compound 150 was dissolved in sesame oil (50 mg/mL) and kept at room temperature 
before use. RU486 was first dissolved in 100% ethanol and diluted to a concentration of 10 
mg/mL with sesame oil. Control animals received an equi vui valent volume of the control 
vehicle, sesame oil, alone. 

The animals were sacrificed, and autopsies were carried out at Day 8 of pregnancy, 
and numbers of implantation sites counted and recorded, and are shown in Table 7 below. 
Each group consisted of between 5 and 7 animals. 



Table 7: Percent pregnancy rate in mice in the presence of RU486 (mifepristone) 
a recognized PR antagonist, and Compound 150 of the present invention. 



Group 


RU486 

(ma/day) 


Cmpd 150 
(mBttay) 


Percent 


Control 


none 


none 


100 


1 


1.0 


none 


0 


2 


none 


2.5 


50 


3 


none 


5.0 


0 



As can be seen from Table 7, the control group of mice exhibited a pregnancy rate of 
one hundred. Administration of 1.0 mg/day of RU486 resulted an a pregnancy rate of zero, 
while administration of Compound 150 at 2.5 mg/day and 5.0 mg/day resulted in pregnancy 
rates of 50 and 0, respectively. In addition, the above noted effect on pregnancy rate of 
Compound 150 was reversed to the control level by the simultaneous injection of the known 
PR agonist Compound R5020 (promegestone; (17PH7-methyl-17-(l-oxopropyl) estra-4,9- 
dien-3-one; New England Nuclear, Boston, MA) at a dose of 1 .0 mg per day. 
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EXAMPLE 361 

The activity of selected compounds of the present invention as AR antagonists was 
investigated in an immature castrated male rat model, a recognized test of the anti androgen 
activity of a given compound, as described in L.G. Hershberger et ah, 83 Proc. Soc. Exptl 
5 BioL Med., 175 (1953); P.C. Walsh and RJ 7 . Gittes, inhibition of extratesticular stimuli to 
prostatic growth in the castrated rat by antiandrogens", 86 Endocrinology, 624 (1970); and 
BJ. Furr et al., "ICI 176334: A novel non-steroidal, peripherally selective anti androgen", 
113 7. Endocrinol., R7-9 (1987), the disclosures of which are herein incorporated by 
reference. 

10 The basis of this assay is the fact that the male sexual accessory organs, such as the 

prostate and seminal vesicles, play an important role in reproductive function. These glands 
are stimulated to grow and are maintained in size and secretory function by the continued 
presence of serum testosterone (T), which is the major serum androgen (>95%) produced by 
the Leydig cells in the testis under the control of the pituitary luteinizing hormone (LH) and 

15 follicle stimulating hormone (FSH). Testosterone is converted to the more active form, 
dihydrotestosterone (DHT), within the prostate by 5a-reductase. Adrenal androgens also 
contribute about 20% of total DHT in the rat prostate, and about 40% of that in 65-year-old 
men. F. Labrie et al.. 16 Clin. Invest. Med., 475-492 (1993). However, this is not a major 
pathway, since in both animals and humans, castration leads to almost complete involution 

20 of the prostate and seminal vesicles without concomitant adrenalectomy. Therefore, under 
normal conditions, the adrenals do not support significant growth of prostatic tissue. M.C. 
Luke and D.S. Coffey, The Physiology of Reproduction" ed. by E. Knobil and J.D. Neill, 7, 
1435-1487 (1994). Since the male sex organs are the tissues most responsive to modulation 
of androgen activity, this model is used to determine the androgen-dependent growth of the 

25 sex accessory organs in immature castrated rats. 

Male immature rats (60-70 g, 23-25-day-old, Sprague-Dawley, Harlan) were 
castrated under metofane anesthesia. Five days after surgery, animals groups were dosed for 
3 days as follows: 

(1) control vehicle 

30 (2) Testosterone Propionate (TP)(0. 1 mg/rat/day, sub cutaneous) 

(3) TP plus flutamide, a recognized anti androgen, as a reference 
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compound, and/or a compound of the present invention 
(different doses, oral administration, daily) to demonstrate 
antagonist activity, or 1 
(4) a compound of the present invention alone (different doses, 
5 oral administration daily) to demonstrate agonist activity 

At the end of the 3-day treatment, the animals were sacrificed, and the ventral 
prostates (VP) and seminal vesicles (S V) were collected and weighed. To compare data 
from different experiments, the sexual organ weights were first standardized as mg per 100 

10 g of body weight, and the increase in organ weight induced by TP was considered as the 
maximum increase (100%). Super-anova (one factor) was used for statistical analysis. 

The gain and loss of sexual organ weights reflect the changes of cell number (DNA 
content) and cell mass (protein content), depending upon the serum androgen concentration. 
Sss Y. Okuda et al. t 145 J Urol., 188-191 (1991), the disclosure of which is herein 

15 incorporated by reference.. Therefore, measurement of organ wet weights is sufficient to 
indicate the bioactivity of androgens and androgen antagonists. In immature castrated rats, 
replacement of exogenous androgens increased the weights of the ventral prostate (VP) and 
the seminal vesicles (SV) in a dose-dependent manner as shown in Table 8. 

20 Table 8: TP-Induced Ventral Prostate and Seminal Vesicle Growth in castrated 
immature rats, with oral dosing once daily, for 3 days. 



Treatment 
(me TP) 


VP 
(wet wt) 


%VP 
growth 


SV 
(wet wt) 


%SV 
growth 


0 


10.5±1.0 


100 


7.5*0.6 


100 


0.01 


15.4±0.6 


146.5 


12.3±0.8 


165.1 


0.03 


23.5*1.3 


224.1 


27.5±0.8 


369.5 


0.1 


35.3±2.1 i 


337.0 


42.0±2.0 


563.8 


0.3 


43.6±1.1 


415.9 


45.9±1.9 


616.1 


1 


44.8±3.7 


427.4 


51.0±5.4 


684.6 | 



25 



TTie maximum increase in organ wet weights was 4 to 5-fold when dosing 3 
mg/rat/day of testosterone (T) or 1 mg/rat/day of testosterone propionate (TP) for 3 days. 
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The EC50 of T and TP were about 1 mg and 0.03 mg, respectively. The increase in the 
weights of VP and SV also correlated with the increase in the serum T and DHT 
concentrations. Although administration of T showed 5-times higher serum concentrations 
of T and DHT at 2 hours after subcutaneous injection than that of TP f thereafter, these high 
5 levels declined very rapidly. In contrast, the serum concentrations of T and DHT in TP- 
treated animals were fairly consistent during the 24 hours, and therefore, TP showed about 
10-30-fold higher potency than free T. 

In this immature castrated rat model, a known AR antagonist (flutamide) was also 
administered simultaneously with 0.1 mg of TP (EDgo), inhibiting the testosterone- 
10 mediated increases in the weights of VP and SV in a dose-dependent manner as shown in 
Table 9. The antagonist effects were similar when dosing orally or subcutaneously. 
Compounds 255 and 261 also exhibited AR antagonist activity by suppressing the 
testosterone-mediated increases in the weights of the VP and SV, as summarized in Table 9. 



15 Table 9: Inhibition of TP-InducedVentral Prostate and Seminal Vesicle Growth 
in castrated immature rats at oral dosing, once daily, for 3 days of 
flutamide (flut), Compound 255 or Compound 261 . 



Treatment 


VP 
(wet wt) 


VPwt 
(%ofTP 
(0.1) control) 


SV 
(wet wt) 


SVwt 
(% of TP 
(0.1) control) 


Control 


9.8±1.2 


36.2 


9.9±0.9 


21.7 


TP (0.1) 


25.5±1.2 


100 


33.6±4.0 


100 


TP+ Hut (1.0) 


12.4±1.] 


49.9 


8.5±0.6 


30.3 


TP+ nut (3.0) 


9.5 ±0.4 


37.4 


9.8±0.5 


29.3 


TP+ 255 (03) 


22.1 ±0.7 


86.4 


29.8±2.5 


88.7 


TP+ 255 (1.0) 


20.0±4.5 i 


78.2 


24.8±9.0 


73.9 


TP+255O.0) 


17.3±1.2 


67.7 


20.4±1.2 


60.6 


TP+ 261 (1.0) 


21.0*1.7 


84.4 


23.8±1.8 


8S.0 


TP+ 261 (3.0) 


16.7±1.0 


. 67.1 


20.8±1.3 


74.2 



Pharmacological and Other Applications 

As will be discernible to those skilled in the art, the non-steroid modulator 
compounds of the present invention can be readily utilized in pharmacological applications 
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where PR, AR, ER 9 GR and/or MR antagonist or agonist activity is desired, and where it is 
desired to minimize cross reactivities with other steroid receptor related IRs. In vivo 
applications of the invention include administration of the disclosed compounds to 
mammalian subjects, and in particular to humans. 
5 The following Example provides illustrative pharmaceutical composition 

formulations: 

EXAMPLE 362 
Hard gelatin capsules are prepared using the following ingredients: 



10 Quantity 

(me/capsule) 

COMPOUND 191 140 
Starch, dried 100 
15 Magnesium stearate 10 

Total 250 mg 

The above ingredients are mixed and filled into hard gelatin capsules in 250 mg 

quantities. 

A tablet is prepared using the ingredients below: 

20 Quantity 

(me/tablet) 

COMPOUND 191 140 

Cellulose, microcrystalline 200 

25 Silicon dioxide, fumed 1 0 

Stearic acid 10 

Total 360 mg 



The components are blended and compressed to form tablets each weighing 665 mg. 
Tablets, each containing 60 mg of active ingredient, are made as follows: 
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Quantity 

COMPOUND 191 60 

Starch 45 

Cellulose, microcrystalline 35 
Polyvinylpyrrolidone (PVP) 

(as 10% solution in water) 4 
Sodium carboxymethyl starch (SCMS) 4.5 
Magnesium stearate 0 5 

Total 150mg 

The active ingredient, starch, and cellulose are passed through a No. 45 mesh U.S. 
sieve and mixed thoroughly. The solution of PVP is mixed with the resultant powders 
which are then passed through a No. 14 mesh U.S. sieve. The granules so produced are 
dried at 50° C and passed through a No. 1 8 mesh U.S. sieve. The SCMS, magnesium 
stearate, and talc, previously passed through a No. 60 mesh U.S. sieve, and then added to the 
granules which, after mixing, are compressed on a tablet machine to yield tablets each 
weighing 150 mg. 

Suppositories, each containing 225 mg of active ingredient, may be made as follows: 

COMPOUND 191 225 mg 

Saturated fatty acid glycerides 2.000 mp 

Total 2,225 mg 

The active ingredient is passed through a No. 60 mesh U.S. sieve and suspended in 

the saturated fatty acid glycerides previously melted using the minimum heat necessary. 

The mixture is then poured into a suppository mold of normal 2g capacity and allowed to 

cool. 

An intravenous formulation may be prepared as follows: 

COMPOUND 191 100 mg 

Isotonic saline 1 t oO0 mL 

Glycerol 100 mL 

The compound is dissolved in the glycerol and then the solution is slowly diluted 
with isotonic saline. The solution of the above ingredients is then administered 
intravenously at a rate of 1 mL per minute to a patient. 
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While in accordance with the patent statutes, description of the preferred 
embodiments and processing conditions have been provided, the scope of the invention is 
not to be limited thereto or thereby. Various modifications and alterations of the present 
invention will be apparent to those skilled in the art without departing from the scope and 
5 spirit of the present invention. 

Consequently, for an understanding of the scope of the present invention, reference 
is made to the following claims. 
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What is claimed is: 



1 . A compound having the formulae: 




OR 



a) 



R R 4 R 




R 
OR 



(n) 



** R 11 R 4 R 3 




R 14 ^ 



OR 



(in) 




(IV) 
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(V) 



(VI) 



(VII) 



(VIII) 



(IX) 
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wherein: 

R 1 is a heteroaiyl optionally substituted with a Ci - C4 alkyl, F, CI, Br, N0 2 , C0 2 H, 

2 

CO2R 2 . CHO, CN, CF3, CH2OH or COCH3, where R is hydrogen, a Ci - C 4 alkyl or 
perfluoroalkyl, aryl, heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, 
5 and where said R 1 heteroaryl is attached to compounds of formulas I and X through a 
carbon or nitrogen atom; 

R 3 is hydrogen, a Ci - C4 alkyl or perfluoroalkyl, hydroxymethyl, aryl heteroaryl or 
optionally substituted allyl, arylmethyl, alkynyl or alkenyl; 

2 

R 4 through R 6 each independently are hydrogen, F, CI, Br, I, N0 2 , C0 2 H, C0 2 R , 
10 COR 2 , CN, CF 3 , CH 2 OH, a C1-C4 alkyl or perfluoroalkyl. OR 2 , SR 2 , S(0)R 2 , SO^ 2 , 

SO3H, SCNR^V, SCOXNR 2 ^ 7 )^ 2 , NrV, aryl, heteroaryl or optionally substituted 

2 7 
allyl, arylmethyl, alkynyl or alkenyl, where R has the definition given above, R is hydrogen, 

a Ci - C4 alkyl or perfluoroalkyl, aryl, heteroaryl, optionally substituted allyl or arylmethyl, 

OR 8 or NHR 8 , where R 8 is hydrogen, a C] - Ce alkyl or perfluoroalkyl, aryl, heteroaryl, 

2 2 

1 5 optionally substituted allyl or arylmethyl, S0 2 R or S(0)R ; 

R 9 and R 10 each independently are hydrogen, a Ci - C6 alkyl or perfluoroalkyl, aryl, 

9 10 

heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R and R taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR 2 , ormV, where R 2 and R 7 have the definitions given above; 

2 

20 R 1 1 through R 15 each independently are hydrogen, F, CI Br, I, NO2, C0 2 H, CO2R . 

COR 2 , CN, CF 3 , CH 2 OH, a C1-C4 alkyl or perfluoroalkyl, OR 2 , SR 2 , S(0)R 2 . S0 2 R 2 , 

SO3H, SCNRVjR 2 . SCOXNRVyR 2 , NrW, aryl, heteroaryl or optionally substituted 

2 7 8 

allyl, arylmethyl, alkynyl or alkenyl, where R , R and R have the definitions given above; 
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WisO,NH, NR 7 , CH 2 , CHOH, CO, OC=0, 0=CO, NR 7 O0, NHC=0, 
0=CNR 7 , 0=CNH, SC=0, 0=CS, or CHOCOR 7 , where R 7 has the definition given above, 
except that when W is NH, CH2 or O in the compounds of formula m, then R 1 1 through 
R 14 and R 4 cannot all be hydrogen when R 3 , R 9 and R 10 are all CH3, nor can they be a 

3 9 

5 single F, CI or Br substituent with the remaining substituents all being hydrogen when R , R 
and R 10 are all CH3, and further except that when W is O or NH in the compounds of 
formula IV, then R 5 through R 6 and R 1 1 through R 14 cannot all be hydrogen when R 3 , ? R 9 
andR 10 areallCH3; 

7 7 

X is CH2, O, S or NR , where R has the definition given above; 

10 R 16 is hydrogen, OH, OR 17 , SR 17 NrV, optionally substituted allyU arylmethyl, 

17 

alkynyl alkenyl, aiyl, heteroaiyl or C\ - C10 alkyl, where R is a C] - C10 alkyl or 

perfiuoroalkyl, or is an optionally substituted allyU arylmethyl, aryl or heteroaiyl, and where 
2 7 

R and R have the definitions given above; 
18 19 

R and R each independently are hydrogen, a Ci - Cs alky] or perfiuoroalkyl, aryl, 

18 19 

1 5 heteroaiyl or optionally substituted allyl, arylmethyl, alkynyi or alkenyl, or R and R 

taken together can form a three- to seven-membered ring optionally substituted with 

2 7 8 2 7 8 

hydrogen, F, OR , or NR R , where R , R and R have the definitions given above; 

20 

R is a Ci - Cs alkyl or an optionally substituted ally], arylmethyl, alkenyl, aryl or 

heteroaiyl; 

21 

20 R is hydrogen, a C] - C4 alkyl or optionally substituted allyl, arylmethyl, aryl or 

heteroaiyl; 

R 22 is hydrogen, a Ci - C4 alkyl, F, CI Br, I, OR 2 , NrV or SR 2 , where R 2 and R 7 
have the definitions given above; 
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R 23 is hydrogen, CI, Br, OR 8 , NrV, a Ci - C4 alkyi or perhaloalkyl, or is an 

2 7 

optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aiyl or heteroaryl, where R , R and 
R 8 have the definitions given above; 

R 24 is hydrogen, F, Br, CI, a Ci - C4 alkyi or perhaloalkyl, aryl, heteroaryl, CF3, 
5 CF2OR 25 , CH2OR 25 , or OR 25 , where R 25 is a Ci - C4 alkyi, except that R 24 cannot be 
CH3 when Z is O, R 22 , R 23 . R 26 and R 29 are all hydrogen and R 3 , R 27 and R 28 all are CH3; 

R 26 is hydrogen, a Ci - C4 alkyi, F, CI, Br, I, OR 2 , NrV or SR 2 , where R 2 and R 7 

have the definitions given above; 
27 28 

R and R each independently are hydrogen, a Ci - C4 alkyi or perfluoroalkyl, 

1 0 heteroaryl, optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or an aryl optionally 

2 27 27 28 

substituted with hydrogen, F, CI, Br, OR or NR K , or R and R taken together can 

2 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 

or NrV, where R 2 and R 7 have the definitions given above; 
29 

R is hydrogen, a C\ - C$ alkyi or an optionally substituted allyl, arylmethyl, aryl or 
15 heteroaryl; 

R 30 and R 31 each independently are hydrogen, a Ci - C$ alkyi or an optionally 

30 31 

substituted allyl, arylmethyl, aryl or heteroaryl, or R and R taken together can form a 

three- to seven-membered ring optionally substituted with hydrogen, F, Ci, OR 2 or NR 2 R 7 
2 7 

where R andR have the definitions given above; 
32 33 

20 R and R each independently are hydrogen, a C] - C4 alkyi or an aryl optionally 

2 ? 7 32 33 
substituted with hydrogen, F, CI, Br, OR or NR k , or R and R taken together can 

2 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 
or NrV, where R 2 and R 7 have the definitions given above; 



WO 96/19458 



PCT/US95/16096 



343 



n isOor 1; 
YisOor S; 

2 2 2 

Z is O, S, NH, NR or NCOR , where R has the same definition given above; 

the wavy line in the compounds of formulas VII, XII, XUI and XVI represent an 
5 olefin bond in either the cis or trans configuration; and 

the dotted lines in the structures depict optional double bonds, except that when there 

is a C3 - C4 double bond in the nitrogen bearing ring of compounds of formula II, then R 1 1 

through R 15 cannot all be hydrogen and R 3 , R 9 and R 10 cannot all be methyl, and further 

except when R 23 is an aiyl, R 22 , R 24 and R 29 are all hydrogen, R 3 is CH3 and Z is NR 2 , 
2 

10 then R cannot be a Ci - C4 alkyl. 

2. A compound according to claim 1 , wherein the compounds of formulae I 
through XVm comprise steroid receptor modulator compounds. 

15 3. A compound according to claim 2, wherein the compounds of formulae I, n, 

m, IV, X and XI comprise PR antagonists. 

4. A compound according to claim 2, wherein the compounds of formulae V and 
VI comprise PR modulators. 

20 

5. A compound according to claim 2, wherein the compounds of formulae VII, 
VIII, Xn, Xm, XIV, XV and XVI comprise PR agonists. 

6. A compound according to claim 2, wherein the compounds of formulae IX, 
25 XVII and XVID comprise AR modulators. 

7. A compound according to claim 6, wherein the compounds of formulae IX 
and XVII comprise AR antagonists. 
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8. A PR antagonist compound according to claim 3 selected from the group 
consisting of l,2 t 3,4-Tetn*ydro-2,2,4-t™ 100); 1,2- 

Dihydro-2,2,4-trimethyI-6<l^^^ 101); 1,2-Dihydro- 

5 2 t 2,4-trimethyl-6-(l,3-oxazol-5-yl)quinoline (Compound 102); 6-(4,5-DichloroimidazoM - 
yl)-l,2^ydro-2,2,4-trimethjdquinoline (Compound 103); 6-(4-Bromo- 1 -methylpyrazol-3- 
yl)-l,2-dihydro-2,2,4-trimethyiquinoline (Compound 104); l,2-Dihydro-2,2,4-trimethyl-6-(3 
pyridy])quinoline (Compound 105); 6-(4-Fluorophenyl)- 1 ,2,-dihydro-2,2,4- 
trimethylquinoline (Compound 106); l,2-Dihydro-6-(3-trifluorometh>dphenyl)-2,2,4- 

10 trimethylquinoline (Compound 107); 1 ,2-Dihydro-2,2 Atrimethyl-6-(4- 

nitrophenyl)quinoline (Compound 108); 6-(2,3-Dichlorophenyl)-l,2-dihydro-2 f 2,4. 
trimethylquinoline (Compound 109); l,2-Dihydro-6-(2-hydroxycart>onyJ-4-nitrophenyl> 
2,2,4-trimethylquinoline (Compound 110); 6-(3,4-Dichlorophenji)-l 1 2-dihydro-2,2,4- 
trimethylquinoline (Compound 111); 4-Ethyl-l,2-dihydro-2,2-dimethyI-6-phenylquinoline 

1 5 (Compound 1 12); l,2-Dihydro-2 t 2-dimethyl-6-phenyI-4-propyIquinoline (Compound 1 13); 
e^^hlorophen^Vl^-dihydr^^^trimethylquinoline (Compound 114); 1,2-Dihydro- 
2,2,4-trimethylindeno[l f 2-^]quinoline (Compound 115); l,2-Dihydro-2,2,4- 
tximethyIindeno[2,lrfquinoline (Compound 116); 8-Bromo-l,2-dihydro-2,2,4- 
trimethylindeno[l,2-£]quinoline (Compound 117); l,2-Dihydro-2,2,4- 

20 trimethylbenzo[b]fuiwo[3 f 2^]quinoline (Compound 1 18); l,2-Dihydro-2,2,4- 

trimethylbenzo[b]furano[2,3-/jquinoline (Compound 119); 6-Fluoro-l,2-dihydro-2,2 t 4- 
uimethylindeno[2,l-y]quinoline (Compound 120); 9-Fiuoro-l,2-dihydro-2,2,4- 
trimethylindeno[l,2-g]quinoline (Compound 121); l,2-Dihydro-9-hydroxylmethyl-2,2,4- 
trimethylindeno[ 1 ,2-#]quinoline (Compound 122); 8-CWoro-l,2-dihydro-2,2,4- 

25 trimethylindeno[l,2-£]quinoline (Compound 123); 8-Fhioro- 1 ,2-dihydro-2,2,4- 
trimethylindeno[ 1 ,2-£)quinoline (Compound 124); 8- Acetyl- l,2-dihydro-2,2,4- 
trimethylindenof 1 ,2-#]quinoline (Compound 125); 6-Fluoro-l,2-dihydro-2,2,4- 
trimethylindenoll^-^lquinoline (Compound 126); 7-Bromo-l,2-dihydro-2,2,4- 
trimethylindeno[2J-/)quinoline (Compound 127); 1 ,2-Dihydro-2,2,4-trimethyl-7- 

30 nitroindeno[2, 1 -^Jquinoline (Compound 1 28); 1 ,2-Dihydro-2,2,4-trimethyl-8- 
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iLHroindeno[l>*]quinoline (Compound 129); 6,9-Difluoro-l t 2-dihydro-2,2,4. 
trimethylinderio[l f 2-^]quinoline (Compound 130); 7.Ruoro-l,2^1ihydro-2,2,4.trimethyHl- 
(thiomethyl)indeno[2,l.yiquinoline (Compound 131); 5,8-Difluoro-l,2-dihydro-10-hydroxy- 
2,2,4-trimethylindeno[l,2-^]quinoline (Compound 132); 7,9-Difluoro- 1 ,2-dihydro- 1 0- 

5 hydroxy-2,2,4-trimethy^ (Compound 133); 7 t 10-Difluoro-l,2Kiihydro- 

2,2,4-trimethyl-5^xoindrao[3,2-/|quinoUne (Compound 134); 7,9-Difluoro-l,2-dihydro- 
2,2,4-trimethyl-10^xoindeno[l t 2-^]quinoline (Compound 135); 8-Fhioro-l,2-dihydro-10- 
hydroxy-2^,4-trimcth>4indeno[l,2^]quinolinc (Compound 136); 8-Fluoro- 1 ,2-dihydro- 
2a,4-trimctM-10^ x oindeno[l>^]quinoto^ 137); 7-Fhioro-l,2-daydro-2,2,4- 

10 trimethyl-8-nhroindeno[ 1 ,2-£)quinoline (Compound 138); 5-Chloro- 1 ,2-dihydro- 1 0- 

hydroxy-2,2,4-trimethylindeno[l,2^]quinol^ (Compound 139); 6-Fluoro-l,2-dihydro- 
2,2,4-trimethyl-l 0-oxoindeno[ 1 ,2^]quinoline (Compound 140); 6-Fluoro- 1 ,2-dihydro- 1 0- 
hydroxy-2,2,4-trimethylindeno[l ,2-^]quinoline (Compound 141); 5,8-Difluoro-l,2-dihydro- 
2,2,4-trimethyMOKtrifooroaceto^ (Compound 142); 6-(3,5- 

1 5 DifluorophenylH»2 % 3,4-tetrahydro-^^ (Compound 143); 1,2-Dihydro- 

2,2,4-trimeth>dindolo[3,2-g]quinoline (Compound 144); 5-Ethyl-l,2-dihydro-2,2,4- 
trimethyiindoIo[23-/]quinoIine (Compound 145); 6-(3-CMorophenylVl,2-dihydro-2,2,4- 
trimethylquinoline (Compound 146); 6«<3 > 5-I>ifluorophenyI)-l,2-dihydro-2,2 % 4- 
trlmethyiquinoline (Compound 147); 6-(3-Fluorophenyl)-l,2-dihydro-2,2 % 4- 

20 trimethylquinoline (Compound 148); 1 ,2-Dihydro-2,2 Atnmethyl-6-(4-pyridyl)quinoline 
(Compound 149); 6-(3-Cyanophenyl)- 1 ,2-dihydro-2,2,4-trimethylquinoline (Compound 
150); 6-(3 f 5-Dichlorophenyl)- 1 ,2-dihydro-2,2,4-trimethylqumoline (Compound 151); 6-(2,3- 
Difluorophenyl>l ? 2«Kiihydro-2,2,4-trime^ 152); l,2-Dihydro-2,2,4- 

trimethyl-6-<pentafluorophenyl)quinoline (Compound 153); l,2-Dihydn>2,2^trimethyl-6- 

25 [4Ktrifluoroacetyl)phoiyl}quinoline (Compound 154); l,2-Dihydro-2,2,4-trimethyl-6-(l,3- 
pyrimid-5-yl)quinoiine (Compound 155); eKS-Cyanophenyl^l^^Atetrahydro^^A 
tnmethylquinoline (Compound 156); 5,8-Difluon>-l,2-dih^ 
Slquinoline (Compound 157); 7 J0-D5fluoro-l,2-dihydro-2 f 2,4-trimethylindeno[2 
/jquinoline (Compound 158); 8-Cyano-l,2-dihydro-2 t 2Atrimethylindeno[3,2^]quinoline 

30 (Compound 270); 6-(3-Cyano-5-fluorophenyl)- l ,2-dihydro-2,2,4-trimethylquinoline 



WO 96/19458 



PCT/DS95/16096 



346 

(Compound 271); 6-(3-Cyano-4-fluoropheny]>- 1 ,2-dihydro-2,2,4-trimethylquinoline 
(Compound 272); 6-(3-Cyano^fiuorophenyl>l,2^dro-2^^ 
(Compound 273); 6-[5-fluoro-3^trifluoromethyl)phenyl]-l,2-dihydro-2,2 1 4- 
trimethylquinoline (Compound 274); 6-(3^hloro-2-mcthylphenyI)-1.2Hlihydn>-2,2,4. 

5 tiiT.ethylquinoline (Compound 275); l,2-Dmydro-2,2^trimethyl^3-iiitroph<^)qumo^ 
(Compound 276); 6-(3-AcetylphenylH.2-<Iihy^^ (Compound 
277); 6-(3-cyano-2-methylphenyI)- 1 ,2-dihydro-2,2,4-trimethylquinoUne (Compound 278); 
l,2-Dihyaro-2,2,4-trimethyl^(3-methyiphenyl)quinoline (Compound 279); 6-(5-Fluoro-3- 
r.itrophenyl)-l,2-dihydro-2,2Atrimethylqumolm^ 280); l,2-Dihydro-6-(3- 

10 nKthoxyphenyl)-2,2>trunethylquinolinc (Compound 281); 6-(5-Cyano-3-pyridyl)-l,2- 

dmydro-2.2Atrimethylquinoline (Compound 282); 1 ,2-Dihydro-2,2,4-trimethyl-6-(2-methyl- 
3-nitrophenyl)quinonne (Compound 283); 6-(2-Ammo-3,5-^uorophenyl)-1.2-dihydro- 
2,2,4-trimethylquinoline (Compound 284); 6-(3-Bromo-2-chloro-5-fluorophenyl>l ,2- 
daiydro-2,2Atrimethylquinoline (Compound 285); 6-(3-Cyano-5-fluorophenyl>- 1 ,2-dihydro- 

1 5 2,2.4-trimethyl-3-quinolone (Compound 286); 6-(3-Fluoro-2-methyIphenyl)- 1 ,2-dihydro- 
2.2,4-trimethylquinoline (Compound 287); l,2-Dihydro-2,2,4-trimethyl-6-(3- 
methylthiopheny])quinoline (Compound 288); 6-{5-Chloro-2-thienyl)- 1 ,2-dihydro-2,2,4- 
Umethylqinnoune (Compound 289); 1 ,2-Dihydro-2,2,4-trimethyl-6-<3-methyl-2- 
tnienyl)quinoline (Compound 290); 8-Fluoro- 1 , 2-dihydro-2,2 , 4-trimethyl-6-(3 - 

20 r/ltrophenyl)quinoline (Compound 291); l,2-Dihydro-6-(3-nitrophenyl)-2,2,4,8- 
fitramethylquinoline (Compound 292); 6K5-Bromo-3-pyridyI)-l,2-dihydro-2,2,4- 
Hmethylquinoline (Compound 293); 6-(3-Bromo-2-pyridyl)- 1 ,2Hdihydro-2i2,4- 
runeutylquinoline (Compound 294); 6-(3-Bromo-2-thienyl)-l,2-dihydro-2,2,4- 
tnmethylquinoline (Compound 295); l,2-Dihydro-6-(2,3,5,6-tetrafluoro-4-pyridyl)-2,2,4- 

25 trimethylquinoline (Compound 296); 5,8-Difluoro-l ,2-dihydit)-6-(3-nitrophenyl)-2,2,4- 
trimethylquinoline (Compound 297); 2,4-Diethyl-8-fluoro-l,2-dihydro-2-methyl-6-(3- 
ntrophenyl)quinolme (Compound 298); 6-(3-Bromophenyl)-l,2-dihydro-2,2,4- 
tTmethylquinoline (Compound 299); 1 ,2-Dihydro-2,2,4-trimethyl-6-(5-nitro-2- 
thieny])quinoline (Compound 300); l,2-Duiydro-6-(2,4,5-trifluorophenyl)-2A4- 

30 t.imeihylquinoline (Compound 301); 6-(3-Bromo-5-fluorophenyl)-l,2-dihydro-2,2,4- 
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trimethylquinoline (Compound 302); 6-<5-Caiboxaldehyde-3-thienyl)-l,2-dihydro-2,2,4- 
trimethylquinoline (Compound 303); ia-Dihydr«>- 2 .2A7-tetramethyl-6-(3- 
nhrophenyl)quinoUne (Compound 304); 6^<5-Fliioro-2-methoxyO-iihTophenyI)-l,2-dihydro- 
2,2,4-trunethylquinoline (Compound 305); 6-<3-Chloro-2-methoxyphenyl)-l ,2-dihydro- 
5 2,2,4-trimethylquinoline (Compound 306); l,2-Dihydro-2,2,4-trimethyl-6-(2,3,4- 

trifluorophenyOquinoline (Compound 307); 6-(3-Bromo-2-methylphenyl)-l,2-dihydro-2,2,4- 
trimethylquinoline (Compound 308); 7<:hIoro-l,2^ihydro-2,2,4-trimethyl-6-(3- 
nitrophenyl)quinoline (Compound 309); 5^Woro-l,2-dihydro-2,2,4-trimethyl-6-(3- 
nhrophenyl)quinoline (Compound 3 1 0); 8-Chloro- 1 ,2-dihydro-2,2,4-trimethyl-6-(3- 
10 mtrophenyl)quinoline (Compound 3 1 1); 8-Ethyl-l,2-dihydro-2,2,4-trimethyl-M3- 
nitrophenyl)quinoline (Compound 312); 9-Chloro-l,2-dihydro-2,2-dimethyl-5- 
coumarmo[3,4-y]quinoline (Compound 313); l,2-Dihydro-9-methoxy-2,2,4-trimethyl-5- 
coumarino[3,4^]quinoline (Compound 314); 9-Fluoro-l,2-dihydro-2,2,4,ll-tetramethyl-5- 
coumarino[3,4-yiquinoline (Compound 315); l,2-Dihydro-2,2,4,9-tetramethyl-5- 
15 coumarino[3,4^quinoline (Compound 316); 7-Chloro-l,2-dihydro-2,2,4-trimethyl-5- 

coumarino[3,4-/lquinoline (Compound 317); (iJ^S)-9-Chloro-l,2-dihydro-5-methoxy-2,2,4- 
trimethyl-5tf-chromeno[3,4-y]quinoUne (Compound 319); (Jl^S)-9-Fluoro-l,2-dihydro-2,2,4- 
trimethyl-5W-chromeno[3,4-y)quinoline (Compound 328); 6-(5-Cyano-2-thienyl)-l ,2- 
dihydro-2,2,4-trimethyiqiiinoline (Compound 451); 6-(5-Cyano-3-thienyl)-l,2-dihydro-2,2,4- 
20 trimethylquinoline (Compound 452); 6-(3 -Formylphenyl)- 1 ,2-dihydro-2,2,4- 
trimethylquinoline (Compound 453); 1 ,2-Dihydro-2,2,4-trimethyl-6-[3- 
(methylsulfonyl)phenyl]quinoline (Compound 454); (iV5)-6-(3-Cyano-5-fluorbphenyl)- 
1 ,2,3ATetrahydro-2,2,4-trimethylquinoline (Compound 455); and (rt/S)-9-Chloro-l,2- 
dihydro-2,2Atrimethyl-5-phenyl-5^-chromeno[3 ,4-yjquinoline (Compound 456). 

9. A PR modulator compound according to claim 4 selected from the group 
consisting of (/2/5)-5-Butyl-l ,2^ydro-2,2^trimethyl-5/r'-chroineno[3 ,4-/|quinoline 
(Compound 160); (i^S)-l,2-IXhydrcK2,2,4^trimethyl-5-phenyl-5//^hromeno[3,4-/|quinolme 
(Compound 161); (i^5)-l,2,3>Teti^dro-2,2-dimethyl^methylidene-5-phenyl-5//- 
30 chromeno[3,4-/]quinoune (Compound 1 62); (/VS>5-(4-Chloropheny])-l ,2-dihydro-2,2,4- 
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trimethyl-5F-chroineno[3,4-y]quinoline (Compound 163); (WS)-5-(4-Chlorophenyl)-l,2,3,4- 
tetrahydro-2,2-dmiethyl^methyUdene-5^hromeno[3,4VlquinoUTC (Compound 164); 

(/VS)-5^4-FhJorophenytH>dfoyd^ 

(Compound 165); (WS)-5-(4-Acetylphenyl)- 1 ,2-dihydro-2,2,4-trimethyl-5//-chromeno[3,4- 

5 >)quinoline (Compound 166); (R/Sy\ ,2-Dmydro-2,2,4^trimethyl-5-(4-methylphenyl)-57/- 
rfiromeno[3,4-y]quinoline (Compound 167); (/J/5>l,2-Dihydro-5-(4-methoxyphenyl)-2,2,4. 
trimethyl-5ff-chromeno[3,4-/|quinoIine (Compound 168); (rt/S>l,2-Dihydro-2,2,4- 
trimethyl-5-[4^trifluoromethyI)phenyl]-5//-chromeno[3,4-y]quinoline (Compound 169); 
(RJSy 1 ,2-Dihydro-2,2,4-trimethyl-5-(thiophen-3-yl)-5^-chromeno[3,4-/]quinoline 

10 (Compound 170); (-)-l,2-Dmydro-2,2AtrimemyI-5K4-memylphem4)-J//-chromeno[3,4- 
./Jquinoline (Compound 171); (-)-H4^hIorophciiyl)-l,2-dihydro-2,2,4-trimethyl-5/^- 
chromeno[3,4-/|quinoline (Compound 172); (i?/5)-l,2-Dihydro-2,2,4-trimethyl-5-(3- 
methylphenyl)-5/r-chromeno[3,4-/]quuionne (Compound 173); (+)-(4/,5/)-5-(4- 
Chlorophenyl)- 1 ,2,3,4-tetrahydro-2,2,4-trimemyl-5/^chromeno[3,4-y]quinoline (Compound 

1 5 174); (-H4/,57)-5K4-Chlorophenyl)-l,2,3,4-teti^ydro-2,2,4-trimethy^ 

/Iquinoline (Compound 175); (R/^/,5«)-5-(4-Chlorophenyl)-l,2,3Atetrahydro-2,2,4- 
trimethyl-5//-chromeno[3,4-/lquinoline (Compound 176); (^/5)-5-(3-Chlorophenyl)-l,2- 
dmydro-2,2,4-trimethyl-5^hromeno[3A/lquinoline (Compound 177); (R/S)-5-(3- 
ChlorophenylH.2,3,4-tetrahydro-2,2Hiimet^ 

20 (Compound 178); (/V5)-5^4-Bromophenyl)-l,2-dihydro-2,2,4-trimethyl-5^hromeno[3,4- 
yjquinoline (Compound 179); (JV5>5-(4-Bromophenyl)-l,2,3,4-tetrahydro-2,2-dimethyl-4- 
methylidene-5//-chromaio[3,4-/]quinoline (Compound 180); (^/5>5-(3-Bromophenyl)-l, 2- 
dihya^o-2,2,4-triinethyl-5//-chromeno[3,4-/|quinoline (Compound 181); (WS)-5-(3- 

BromophenylH,2,3,4-tetnmydro-2,2-dmi^ 

25 (Compound 1 82); (iVS>5-(3,4-Dichlorophenyl)-l , 2-dfoydro-2,2,4-trimethyl-5#- 

chromeno[3,4-/|quinoline (Compound 183); (/2/5)-5-(3-Bromo-2-pyridyl)-l,2-dihydro-2,2,4- 
trimethyl-5^-chromeno[3,4-/lqiiinoline (Compound 184); (i?/5)-l t 2-Dihydro-5-hydroxy- 
2,2,4-trimethyl-5//-chromeno[3,4-y]quinoline (Compound 185); (R/S)-\ ,2-Dihydro-2,2,4- 
trimethyl-5-methoxy- J//-chromeno[3 ,4-/)quinoline (Compound 186); (Z2/S)-l,2-Dihydro- 

30 2,2,4-trimethyl-5-propoxy-J//-<hromeno[3,4-_/]quinoline (Compound 1 87); (/V5)-5-Allyl- 
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l,2-dihydro-2,2>trimethyl^ 188); (R/S)-l^ 

I^ydro-2,2>trimethyl-5-propyl-^^^ (Compound 189); (R/Syh2' 

Dihydro-2,2Atrime%!-5K2-p^ (Compound 190); 

(/V^5-(3-FluorophenylH,2-dih^^^ 

(Compound 191); (/W)-5-(3-F]uorophenyl> 1,2,3^ 

5H-chromeno[3,4-/]quinoline (Compound 192); (/^5)-l,2.Dihydro-2,2,4.trimethyl-5- 
propylthio-i/Z-chromenoES^^quinoUne (Compound 193); (R/Sy 1 ,2-Dihydro-5-(3- 
methoxyphenyO-^^-trim^^ 194); (R/S) 1,2- 

Dihydro-2 t 2AtrimethyI-5-[3Kt^ 
(Compound 195); (/t^S-P-Fluoro^met^ 

chromeno[3,4-/|quinoline (Compound 196); (/l<S)-5-(4.Bromo-3-pyridyl)-l,2-dihydro-2,2,4- 
trimethyl-J/Z-chromenolSAyiquinoIine (Compound 197); (/J/5>l,2-Dihydro-2,2 t 4- 
trimethyl-5-(3-pyridyl)-5//^hromeno[3,4./|quinoline (Compound 198); (*/£)-5-(4-Chloro- 
3-fluorophenylH*2-dihydro-2,2,4-t^ (Compound 199); 

(/ttSH,2-Dihydro-2,2,4,5^ (Compound 200); 

(/tf5)-l,2-Dihydro-54iexyI-2,2,4-t^ (Compound 201); 

l,2-Dihydro-2,2,4-trimethyl-5//-chromeno[3,4^quinoline (Compound 202); (R/Syi,2- 
Dihydro-5K3-methylbutyI)-2,2,4^ (Compound 203); 

(JVS)-5-(4-Chlorobutyl)- 1 ,2-dihydro-2,2,4-trraethyI^ 
(Compound 204); (/V5)-5-Benzyl-l t 2-dihydro-2,2,4-trimethy 
(Compound 205); (JMS>5^4-Bromobutyl}-l f 2Hti^ 

/jquinoline (Compound 206); (/?/5)-5-Butyl-9-fluoro-l f 2-dihydro-2 t 2,4-trimethyl-5W- 
chromeno[3,4^Jquinoline (Compound 210); (/?/S)-5-Butyl.8-fluoro-l,2-dihydro-2,2,4- 
trimethyl-5/^hromeno[3,4-/lquinolinc (Compound 211); (J?/S)-5-(3-ChlorophenyI)-9- 
fhioro-l,2-dihydro-2 t 2,4-trimc^yl-^^ (Compound 212); (R/SyS- 

(4-CNoro-3-methylphenyl)-9-fluoro-l,^ 

/Jquinoline (Compound 213); (iV5)-5-(4-Chlorophenyl).9-fluoro-l,2-dihydro-2,2,4- 
trimethyl-5//-chromenot3,4-/|quinoline (Compound 214); (/J/5>9-Fluoro-l,2-dihydro-5-(4- 
methoxyphenyl)-2,2,4-trimeft^ (Compound 215); (R/Sy&- 

Fluoro-1 f 2-dihydro-5-methoxyl-2 f 2,4-t^ (Compound 
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2 1 6); (JVS)-5-(4-CNorophenyI)-8-fluoro- 1 ,2-dihydro-2,2,4-trimethyl-5//-chromeno[3,4- 
/Iquinoline (Compound 217); and (i2/5)-9-Chloro-5-(4-dilorophenyl>l,2-dihydro-2,2,4- 
trimethyl-5//-chromeno[3 ,4-/|quinoline (Compound 218); 9-Chloro-l,2-dihydro-2,2,4- 
trimethyl-5/f-chromeno[3,4-y]quinoline (Compound 320); (/i/S)-9-Fluoro- 1 ,2-dihydro-S- . 
5 methoxy-2,2Atrimethyl-5//-chromeno[3,4-/]quinoline (Compound 3.22); (/2/S)-9-Fluoro- 
l,2^ihydro-2,2 > 4-trimethyl-5-thiopropoxy-5/^chro (Compound 323); 

(/^^9-Huo^o•l,2^ihydlt>-2,2 % 4-trimethyl-5-p^opo^^ 

(Compound 324); (R/Sy 1 ,2-Dihydro-9-methoxy-2,2 ^trimethyl- 5//-chromeno [3 ,4- 
>]quinoline (Compound 329); (/^^l,2-Dihyd^o-2 t 2,4,9-tetI^ethy^5^-ch^omeno[3,4- 

10 /Jquinoiine (Compound 330); (i&5>7^hloro-l,2^ihydro-2^ 

yjquinoline (Compound 331); (/V^5^4-Bromo-3-pyridyI)-l,2,3,4-tetrahydro-2,2-dimethy!- 
4-methylidene-5//-chromeno[3,4-/|quinoline (Compound 347); (/2/S)-5-(3,5- 
DifluorophenyIHi 2 ^ihydrcH2,2,4-t^ (Compound 348); 

(7VS)-5^3-Bromo-5-fluoropheny!HA3Atrt^^ 

1 5 chromeno[3 ,4^/Jquinoline (Compound 3 52); (Z> 1 ,2 f -Dihydro-5-(2,4,6- 

trimethylbenzylidene)-2,2,4-trime^^ (Compound 364); (Z)-5- 

Benzylidene-9-fluoro-l,2-dihydro-2,2All-te^ 

(Compound 377); (/V5>5K4^hlorophen^).l,2 f 3 t 4-tetrahydro-2,2^imethyI-5/r- 
chromeno[3,4- : /l-4-quinolinone (Compound 378); (/l/5)-5-(4-Chlorophenyl)- 1,2,3,4- 
20 tetrahydro-2,2,3,3-tetrameftyl^ (Compound 379); (R/Sy 

5^4-ChlorophenylH>2-dihydro-2,2-dime^ (Compound 
380); (+H**^/> J0-5-(4^hloroph^ 

chromeno[3,4- - /]-3-quinolinone (Compound 381); (-H^*^5/)-5-(4-Chlorophenyl)-l,2,3,4- 
tetrahydro-2,2,4-trimcthyl-5//-chromeno[3, 4-/|-3-<juinolinone (Compound 382); (7J/S)-5*{4- 

25 CWorophenylH,2,3,4-tetrahydr^ 

(Compound 383); (iV5)0-(3-Fluorobenzyl>5^3-fluorobenzyUdene)-l,2,3,4-tetrahyd^ 
hydroxy-2,2,4-trimethyl-5//^hromeno[3,4^quinoline (Compound 384); (/VS)-3,5-Dibutyl- 
l,2,3,4-tetrahydro-3-hydroxy-2,2,4-trm^ (Compound 
385); (/VS)-5-ButyM,2,3,4-tetrah^^ 

30 (Compound 386); (iVS^/ ( 5/)-l t 2 f 3ATetrahydro-2,2,4-trimethyl-5 
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chromeno[3 t 4->]-3-quinolinone (Compound 387); (/V5^/.5w)-U2,3,4-Tetrahydro-2,2,4- 
trimethyl-5-phenyl-5//-chr^^ (Compound 388); (R/S-4l,6u)- 

l f 2,3ATeirahydro-2 f 2 t 4-trin^^ 
(Compound 390); (/VS^/,tf/H A3^Tetrahydro^ 
5 isochromeno[3,4-/1.3^iuinolinone (Compound 391 ); (/2AS-i/,^ii,5i/)-5-(4-Chlorophenyl)- 
l,2,3,4-teti^ydro-3-metho^ (Compound 
397); (^S-3/,4* t 5/)-5K4^h]oroph^^ 

chromenop^quinoline (Compound 398); (R/S-3I, 4t/,5/)-5-(4-Chlorophenyl)- 1,2,3,4- 
tetndiydro-3-propyloxy-2,2,4-tim^ (Compound 399); 

10 (/J/S-3/,^i/,5t/)-5K4-Chloroph^ 

chromenop.^quinoline (Compound 400); and (/VS-4/ f 5/)-3-Benzenzylidene-5-(4- 
chlorophenyl)-l,2 t 3,4-tetrahydro-2,2,4-t™ (Compound 
401). 

15 10. APR agonist compound according to claim 5 selected from the group 

consisting of (2)-5-Butylidene- 1 ,2-dihydro-2,2,4-trimethyl-5//-chromeno[3 ,4-/]quinoHne 
(Compound 219); (Z)-5-BenzyUdene-l $ 2-dihydro-2,2,4-trimethyl-5//-chromeno[3,4- 
/jquinoline (Compound 220); (2>5K4-Fluorobenzjdidene)-l,2-dihydro-2 t 2,4-trimethyl-5J¥- 
chromeno[3 ,4-/)quinoline (Compound 221); (2>5-(4-Bromobenzylidene)-l,2-dihydro-2 f 2,4- 

20 trimrthyl-5/f^hromeno[3,4 : /]quinoline (Compound 222); (Z)-5-(3-Bromobenzylidene)- 1 ,2- 
dihydro-2,2,4-trimethyl-J/f-chromeno[3 > 4^quinoline (Compound 223); (Z>5-(3- 
Chlorobenzylidene)-l,2-dihydro-2,2/4-ti^ (Compound 
224); (2^5-(3-Fluorobenzytidene)-l ,2-dihyfr^ 
(Compound 225); (Z)-5^2-CMorobenzyUdmeH,2-dihydr^ 

25 chromeno[3,4 T /]quinoline (Compound 226); (2)-5-(2-Bromobenzylidene)-l,2-dihydro-2,2,4- 
trimethyl-5//-chromeno[3,4-y]quinoline (Compound 227); (Z)-5-(2-Fluorobenzylidene)-l,2- 
dihydro^^^trimeth^- J/f-chromeno[3 ,4-/|quinoline (Compound 228); (2>5.(2,3- 
Difluoroben2yUdeneH*2-dihydr^ (Compound 
229); (Z)-5-(2,5-Difluoroben2yiidene)-l ,2-dihydro-2,2,4-trimethyl-5//-chromeno[3,4- 

30 y]quinoline (Compound 230); (Z)-9-Fluoro-5-(3-fluorobenzyUdene>l,2-dihydro-2,2,4- 
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trimethyl-5//-chromeno[3,4-/|quinoline (Compound 231); (Z)-9-Fluoro-5-(3- 
methoxybenzylidene)- 1 ,2-dihydro-2,2,4-trimethyl-5//-chromeno[3 quinoline (Compound 
232); (Z)-8-Fluoro-5-(3-fluororbenzylidene)-l ^^ihydro^^.^trimethyl-J^-chromenofS^- 
y]quinoline (Compound 233); (/J/5-4/, 5w>5-(4-Chlorophenyl)-l,2,3,4.tetrahydro-2.2,4. 
5 trimethyl-5//-chromeno[3,4 T /]-3-quinoIinone (Compound 234); (/J/S-4/, SfyS^A- 
CMorophenyl>l,2,3Atetrahydro^ 

(Compound 235); and (7VS)-5K4-CMorophenyl)-l,2,3 t 4.t^^ 

chromeno[3,4-yi-3-quinolinonc (Compound 236); 5-(3-Fhiorobenzyl)-l,2-dihydro-2,2 f 4- 
trimethyl-5^hromeno[3,4-/|quinoline (Compound 318); (/^S)-9-ChIoro-l,2-dihydro-2,2,4- 
1 0 trimethyl-5-propyloxy-5//-chromeno[3,4^quinoline (Compound 321); (/J/5>5-Butyl-9- 

chloro-l,2-dihydro-2,2,4-tim^ (Compound 325); (R/S)-5- 

Butyl- 1 ,2-dihydro-9-methoxy-2,2,4-trimethyl-5//-chromeno[3 ,4^]quinoline (Compound 
326); (/?/S)-9-Huoro-l,2-dihydro^^ 

(Compound 327); (/t<S)-9-Chloro- 1 ,2-dihydro-2,2,4 l 5-tetramethyl-5^-chromeno[3,4- 
1 5 /Jquinoline (Compound 332); (/^S)-5-(4-Bromophenyl)-9-chloro- 1 ,2-dihydro-2,2,4- 
trimeth>d-5^-chromeno[3,4 T /]quinoline (Compound 333); (/i/5>9-Chloro-5-(3- 
chlorophenyI)-l,2-dihydro-2,2,4-trim (Compound 334); 

(J&5)-9^hloro-l , 2-dihydro-2,2,4-tri^ 

/Jquinoline (Compound 335); (/t<S)-9-Chloro-5-(4^hloroO-methyIphenyl)-l,2-dihydro- 
20 2,2Atrimcthyl-5//-chromeno[3,4-/]quinoline (Compound 336); (iJ/£)-9-Chloro- 1 ,2-dihydro- 
5-[3Ktrifhioromethyl)phenyl]-2,2 f 4-t^ (Compound 
337); (i^S>9^hloro-5-(3 > 5-dichlorophcivI)-l,2-di^ 

/Jquinoline (Compound 338); (/^5)-9-Chloro-l,2^ihydro-5-(4-methoxyphenyl)-2,2,4- 
trimethyl-5^-chromeno[3,4-_/]qxiinoline (Compound 339); (/fr$)-9-Chloro-5-(3-fluoro-4- 
25 methoxyphenyI)-l,2-dihydro-2,2,4-trimethyl-5//^ (Compound 
340); (/&^9-CMoro-5-(4-ftoorophenylH,2-^^ 

/)quinoline(Compound 341); (/l/*S)-9-Chloro-5-(3-chloro-4-methoxy-5-methylphenyl)- 1 ,2- 
dihy<ko-2,2,4-trimethyU5#^ (Compound 342); (/?/5)-9-Chloro- 5 - 

(4-fluoro-3 -methylphenyl)- 1 ,2-dihydro-2,2,4-trimethyl-5/f-chromeno[3 , jquinoline 
30 (Compound 343); (/fc^9-CMoro-5K3-f^ 
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chromeno[3,4-yiquinoline (Compound 344); (/2/5>],2-Dihydro-2,2,4-trimethyl-5.[(3 f 4. 
methylenedioxy)phenyl]-5#^ (Compound 345); (/i/S)-5-(4-Chloro- 

3-methylphenyl)-l,2^ydro-2A4-t^^ 

346); (#S)-5K3>DichlorophenylH*2^^ 
5 yjquinoline (Compound 349); (iV5)-5-(3-Bromo-5-methylphenyI)-l ,2-dihydro-2,2,4- 
trimethyl-5#^hromeno[3 ,4-/]quinoline (Compound 350); (/?/5).5-(3-Bromo-5. 
fluorophenyl)-l,2-dihydro-2,2Atrimethyl-5W-chn>meno[3^ (Compound 351); 

(JV5)-5-[4-Huoro-3-(trifluorome*y0 

/jquinoline (Compound 353); (/Stf)-9-Fluoro-l ,2-dihydro-2,2,4-trimethy]-5-(3- 
10 methjdphenyl)-5/^-chromenot3,4-/]quinoline (Compound 354); (R/Syi,2'T>ihydTO-9' 
methoxy-2,2,4-trimethyl-5^3-methy^ (Compound 
355); (i?/5)-9-Fluoro-5-(3-fluoro-4-methoxyphenyl)- 1 % 2-dihydro-2,2,4-trimethyl-5//- 
chromeno[3 1 4 t /]quinotine (Compound 356); (^5)-9-Fluoro-l,2^1ihydro-2,2,4-trimcthyl-5- 
[3Ktrifluoromethyl)phcnyl]-5//-chromeno[3 > 4/|quinoline (Compound 357); (/?/S)-9-Fluoro- 
15 5^4-fluoro-3-methyIphenyl)-l,2-dihydro-2,2,4-ti™ 

(Compound 358); (Z>5^2,4-Difluoroba^Hdene)-l f 2^ihydro-2 t 2,4-trimethyl-5//- 
chromeno[3 t 4-^quinoline (Compound 359); (Z^S^^-Difluorobenzylidene^l^-dihydro- 
2,2,4-trimethyl-5i/-chromeno[3,4^/quinoline (Compound 360); (Z)-5-(3-Fluorobenzylidene)- 
l,2,3,4-teti^ydro-2,2,4-trimethyl-5^ (Compound 361); (Z)-5- 

20 (2,6-Difluorobenzylidene)-l,2^ihydr^ 

(Compound 362); (Z)-l,2^Dihydro-5^2-methyiben2yM 

chromeno[3,4^/]quinoline (Compound 363); (Z)-9-Chloro-5-(2,5-difluorobenzylidene)-l t 2- 
dihydro-2,2,4-trimeth>1-5/f^hromeno[3 t 4^quinoHne (Compound 365); (Z)-5-Benzylidene- 
9-chloro- 1 ,2-dihydro-2,2,4-trimethyl-5/f-chromeno[3 ,4^/]quinoline (Confound 366); (Z)-9- 
25 Chloro- 1 ,2-dihydro-2,2,4-trimethyl-5^2-m^ 

(Compound 367); (Z)-5-BenzyUdene-9^hloro-l,2^ihydr^ 

/Iquinoline (Compound 368); (Z)-9-Chloro-5-(2-fluorobcnzylidene)-l,2-dihydro-2,2,4- 
trimethyl-5/f-chromeno[3 ,4-Zjquinoline (Compound 369); (Z)-9-Chloro-5-{3- 
fluorobenzyUdene>l,2-dihydro-2,2,4-^^ (Compound 
30 370); (£/2>5-Ben2yMene-9-fluoro-l,2^ 
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yiquinoline (Compound 371); (Z)-5-Benzylidene-8-fluoro-l,2-d^ 
chromeno[3,4-y]quinoline (Compound 372); (Z)-5-BenzyIidene-],2-dihydro-9-methoxy- 
2,2,4-trimethyl-5W-chromenot3A/|quinoline (Compound 373); (Z)-9-Fluoro-l,2-dihydro- 
2,2,4-trimethyl-5-(2-methylb^ (Compound 374); 

5 (^8-nuoro-l,2-dihydr^^ 

yjquinoline (Compound 375); (Z)-l,2-Dihydro-9.methoxy-2,2Atrimethy!.5-(2- 
methylbenz>didene)-5^-chromeno[3,4 T /]quinoline (Compound 376); (Z)-(R/Sy5-{3' 
FluorobenzyUdeneH.2,3,4-tetraty^ 
(Compound 389); (ZM^^ 5 -( Bei ^ dTOe H*2,3,4-tet^ 
1 0 chromeno[3,4-y]-3-quinolinone (Compound 392); (R/S-41, 5w)-5-(3-Fluorophenyl)-l,2,3,4- 
teti^ydro-2,2Atrimethyl-5^ (Compound 393); {R/S^hSI)- 

5-(3-Huorophenyl)-l,2,3,4-tetrahy^ 
(Compound 394); (/J/S-4/,5/H,2,3>Tetr^ 

(trifluoromethyl)phenyl]-5/^c^^ (Compound 395); (RIS~4l 9 5uy 

1 5 1 ,2,3 ,4-Tetrahydrc^2,2,4-tr^ 

quinolinone (Compound 396); (/V5^/,5i/)-5K4-ChIorophOTyl)-l,2,3,4-tetrahydro.2,2,4- 
trimethyl-5//-chromeno[3,4^/l-3-quinolinone (Compound 402); {WS^hSlyS^A- 
CUorophenylH.2,3,4-tetrahydro-2,2,4-^ 

(Compound 403); and (/V^5-Butyl-l,2-dihydro-2,2,4^9-tetramethyl-5//-chromeno[3,4- 
20 /Iquinoline (Compound 457). 

11. An AR modulator compound according to claim 6 selected from the group 
consisting of l,2-Dihydro-2,2,4-trimethyl-6-mtt^^ 
(Compound 237); l,2-Dihydro-2,2,4-trimet^ 

25 (Compound 238); l f 2-Dihydro-2,2,4-trimethyl-10-isocoumarin (Compound 
239); l f 2-Dihydro-2,2,4-trimeftyM 240); 1,2- 

Dihydro-2,2,4,6-tetramethyl-8-pyridono[5 l 6-^]quinoline (Compound 241); l,2-Dihydro-10- 
hydroxy-2,2,4-trimethyl-10/^ (Compound 242); 1, 2-Dihydro- 

2,2,4,6-tetramethyl-8H-pyrano[3,2-^]q\iinoline (Compound 243); (RlSy 1,2,3 ,4-Tetrahydro- 

30 2,2,4-trimethyl-l 0-isoquinolono[4,3-g]quinoline (Compoimd 244); 1 ,2-Dihydro-2,2,4- 
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trimethyl-lO-thioisoquinolono^^-^quinoline (Compound 245); (+)- 1,2,3, 4-Tetrahydro- 
2,2,4-trimethyl-10-isoquinolono[4,3-^]qiiinoline (Compound 246); l,2-Dihydro-2,2,4- 
trimethyl^trifcoromethyl-8-pyridono[5,6-^]quinoIine (Compound 247); (R/Sy 1,2,3 ,4- 
Tetrahydro-2,2,4-trimethyl-6-^ (Compound 250); 

5 1 ,2-Dihydro-2,2,4-trimethyl-6-trifluoromethyl-8-tW (Compound 
25 1 ); (R/S)-\ ,2, 3,4-Tetrahydro-2,2,4-t™ 

^Jquinoline (Compound 252); 6-Chloro(difluoro)methyl- 1 ,2-dihydro-2,2,4-trimethyl-8- 
pyranono[5,6-£Jquinoline (Compound 253); 9- Acetyl- 1 ,2-dihydro-2,2,4-trimethyl-6- 
trifluoromethyl-8-pyridono[5,6-^]quinoline (Compound 254); 1 ,2-Dihydro-2,2,4, 1 0- 

10 tetramethyl-6-trifluoromethyl-8-pyridono[ 5 , 6-#]quinoIine (Compound 255); 1,2-Dihydro- 

2,2,4-trimethyl-6-(l ,l,2,2,2-pentafluoroethyl)-8-pyranono[5,6-g]quinoIine (Compound 256); 
(rt/S)-6-CWoro(difluoro)methyl- 1 ,2,3,4-tetrahydro-2,2,4-tiimethyl-8-pyranono[5,6- 
gjquinoline (Compound 257); 7-Chloro- 1 ,2-dihydrcK2,2,4-trimethyl-6-trifluoromethyl-8- 
pyranono[5,6-£]quinoline (Compound 258); (/2/5)-7-Chloro-l,2,3 f 4-tetrahydro-2,2,4- 

15 trimethyl-6-trifluoromethyl-8-^ (Compound 259); 1,2,3,4- 

Tetrahydro-2,2,4-trimethyl-6-trifluoromethyl-8-pyridono (Compound 260); 

1 ,2-Dihydro-2,2,4,9-tetramethyl-6-tiffl^ (Compound 

261) ; l,2-Dihydro-2,2,4-trimethyl-8-ti^ (Compound 

262) ; 6-[Dichloro(ethoxy)methyI]-l ,2-dihydro-2,2,4-trimethyt-8-pyranono[5,6-^]quinoline 
20 (Compound 263); 5-(3-Furyl)-l > 2-dihydro-2,2 > 4-trimethyl-8-pyi^ono[5,6-^]quinoline 

(Compound 264); l,2-Dihydro-l,2,2,4-tetrameAy 

gjquinoline (Compound 265); l,2-I^ydro-6-tri£hioromethyl-2,2 l 4-trimethyl-9-thiopyran-8- 
ono[5,6-#] quinoline (Compound 266); l > 2-Dihydro-l,2,2,4,9-pentamethyl-6- 
trifluoromethyl-8-jyyridono[5,6-g]qxiinoline (Compound 267); 7-Chloro-l,2-dihydro-2,2,4- 

25 trimethyl-6-trifluoromethyl-8-pyridono[5,6-^]quinoline (Compound 268); and 6- 

Chloro(difluoro)methyI- 1 ,2-dihydro-2,2,4-trimethyl-8-pyridono[ 5, 6-#]quinoline (Compound 
269); (RJSy 1 ,2,3,4-Tetrahydro- 1 9 2,2,4-tetramethyI-6-trifluorometbyl-8-pyranono[5 ,6- 
£]quinoline (Compound 404); (/V^S^S-Furyl^l^^^tetrahydro^^^-trimethyl-S- 
pyranono[5,6-#]quinoline (Compound 405); 5-(3-Fuiyl)-l,2-dihydro-l,2,2,4-tetramethyl-8- 

30 pyranono[5,6-g]quinoline (Compound 406); 5-(3-FuiyI)-l,2-dihydro-l,2,2,4-tetramethyl-8- 
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thiopyranono[5,6-^]quinoline (Compound 407); 6-Chloro-5-(3-fuTyl)-l,2-dihydro- 1,2,2,4- 
tetrametfayl-8-pyiwono[S,6^]quinoIine (Compound 408); 1,2,3,4-Tetrahydro-2,2,4,10- 
tetramethyl-6-trifluoromethyl-8-p^ (Compound 409); (/2/S> 1,2,3,4- 

Tetrahydro-4-methy]-6-trifluOT^ (Compound 410); 1,2- 

Dihydro-2,2-dimethyl-6-trifo^ (Compound 411); 

l,2,3 % 4-Tetrahydro-2,2-dimethyI-6-^ 

412); l,2,3,4-Teti^ydro-6-trifluorometh^ (Compound 413); 

(/ttS>4-Ethyl-l,2,3,4-tetrah^^ (Compound 
414); (/^^l,2,3,4-Tetrahydro-l,4 (Compound 415); 

(/VS)-4-Ethyl-l,2,3,4-tetrahydro-^^ (Compound 416); 

2,2-Dimethyl- 1 ,2,3 ,4-tetrahydro-6-triflorome%^ (Compound 
417); (/J/^l,2,3,4-tctrahydro-6-trifluorome^ 

quinolinone (Compound 418); 5-TrifluoromethyJ-7-pyridono[5,6-e]indoline (Compound 
419); 8-(4-Chlorobenzoyl)-5-trifluoromethyl-7-p>Tidono[5,6-e]indoline (Compound 420); 7- 
/er/-Butyloxyc^amoyl-l > 2-dihydro-2,2,8-trim^^ (Compound 421); 1,2,3,4- 

Teti^ydro-6-trifluororaethyl-8-^^ (Compound 422); l,2-Dihydro-6- 

trifitooromethyl-l,2,2,4-teti^^^ (Compound 423); 3,3- 

Dimethyl-5-trifluoromethyl-7-pyridono[5,6-e]indoIine (Compound 424); (i?/£)- 1,2,3,4- 
Tetrahydro-4-metbyl-6-(trifluorometfayl)-8-pyridono (Compound 425); 

(R/Sy 1 ,2,3 ,4-Tetrahydro-4-met^ 

(Compound 426); l,2,2,-Trimethji-l,2,3,4-tetrahydro-6-trifb 
#]quinoline (Compound 427); (/&5>1,2,3,4-Tetn^^ 

pyranono[5,6-^]quinolinc (Compound 428); l,2,3 > 4-Tetrahydro-2,2,4-trimelhyl-6- 
trifluoromethyl-9-thiopyran-8-ono[5,6-^]qxiinoline (Compound 429); 1,2-Dihydro- 1,2,2,4- 
tetramethyI-6-trifluorometh^ (Compound 430); 1,2,3,4- 

Tetrahydro-l,2,2-trimethyl-6-^ (Compound 43 1); 

1,2,3,4-Tetrahydro-l-methyl^pro^^ 
(Compound 432); l,2,3,4-Teti^ydro-10-hydro^ 

8-pyridono[5,6-#]quinoIine (Compound 433); l,2,3,4-Tea^ydro-l,2,2,4-tetramethyl-6- 
trifluorometfa)4-9-thiopyran-8-ono[5,6-^]quinoline (Compound 434); 1,2,3,4-Tetrahydro- 
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2,2,9-trimethyl^trifluorometh^ (Compound 435); (R/Sy 

1,2,3,4-Teti^ydroOHnethyl^trifluorom (Compound 
436); l,2^ % 4-Teti^ydro-3,3-dimethyl^trifluorometh 
(Compound 437); (/VS)l,2,3,4-Tetrahydro-2,2,3-t™ 
5 pyridono[5,6-g]quinoline (Compound 438); (/V5 r -2/ > 4tf)-l,2,3,4-Tetrahydro-2,4-dimethyI-6- 
trifluoromethyl-8-pyridonot5,6-^]quinoline (Compound 439); (/2/S-2/,4w)-4-EthyM, 2,3,4- 
tetrahydn>-2-methy!^trifl^^ (Compound 440); (R/S- 

2/,3 uy 1 ,2,3,4-Teti^ydro-2,3-dimethyl-6-trifluoro 
(Compound 441); (JVS-2/,3/H»2^,4-Tetrahycfr^ 

10 pyridono[5,6-#]quinoline (Compound 442); (R/S)- 1,2,3 ,4-Tetrahydro-2,3 , 3 -t rimethyl-6- 
trifluoromethyl-8-pyridono[5,6-£]quinoline (Compound 443); (iJ/5)-l f 2,3,4-Tetrahydro-2- 
methyl^tri£luoromethyl-8-pyridono[S,6-^]quinoline (Compound 444); (R/Sy4-Ethyl- 
l,2,3,4-tetn*ydro-6-trifluorome^ (Compound 445); (R/S-2/, 

3u)-l,2,3,4-Tetrahydro-2,3,9-trimethyl-6-tri 

15 (Compound 446); (/V5)-l,2 t 3 f 4-Tetrahydr^^ 

gjquinoline (Compound 447); (/V5)-3-Ethyl-l,2,3 t 4-tetrahydro-2,2-dimethyl-6- 
trifluoromethyl-8-pyridono[5,6-g]quinoline (Compound 448); (/t/S)-l,2,3,4-Tetrahydro-2,2- 
dimethyl^trifluoromethyl-3-propyl-8-pyridono[5,6-^]quinoline (Compound 449); and 1- 
Methyl-5-trifluoromethyl-7-pyridono[5,6^]indoline (Compound 450). 

20 

12. A compound according to claim 2, wherein the compound comprises an 
estrogen receptor agonist or antagonist. 

13. A compound according to claim 2, wherein the compound comprises a 
25 glucocorticoid receptor agonist or antagonist. 

14. A compound according to claim 2, wherein the compound comprises a 
mineralocorticoid receptor agonist or antagonist. 
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15. A pharmaceutical composition comprising a compound of claim 1 and a 
pharmaceutical^ acceptable earner. 

1 6. A pharmaceutical composition according to claim 1 5, wherein the 
S composition is formulated for oral, topical, intravenous, suppository or parental 

administration. 

1 7. A pharmaceutical composition according to claim 1 5, wherein the compound 
is administered to a patient as a dosage unit at from about 1 ng/kg of body weight to about 

1 0 500 mg/kg of body weight. 



1 8. A pharmaceutical composition according to claim 1 5, wherein the compound 
is administered to a patient as a dosage unit at from about lO^g/kg of body weight to about 
250 mg/kg of body weight. 

15 

1 9. A pharmaceutical composition according to claim 15, wherein the compound 
is administered to a patient as a dosage unit at from about 20ng/kg of body weight to about 
1 00 mg/kg of body weight. 

20 20. A pharmaceutical composition according to claim 1 5, wherein the 

composition is effective in treating and/or modulating human fertility, female hormone 
replacement, dysfunctional uterine bleeding, endometriosis, leiomyomas, acne, male-pattern 
baldness, osteoporosis, prostatic hyperplasia, cancer of the breast, cancer of the ovaries, 
endometrial cancer, prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte 

25 and water balance, and functioning of the cardiovascular, kidney, central nervous, immune 
and skeletal muscle systems. 
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21 A method of affecting steroid receptor activity comprising the in vivo 
administration of a compound according to claim 1 . 

22. A method of affecting steroid receptor activity comprising the in vivo 
administration of a composition according to claim 15. 

23. A method of modulating a process mediated by steroid receptors comprising 
administering to a patient an effective amount of a compound according to claim 1 . 

24. A method of modulating a process mediated by steroid receptors comprising 
administering to a patient an effective amount of a composition according to claim 15. 

25. A pharmaceutical composition comprising an effective amount of a steroid 
receptor modulator compound of the formula: 




substituted allyl, arylmethyl, alkynyi, alkenyl, aryl, or heteroaryl; 

R 4 is hydrogen, a C i - C6 alkyl, or R5c=0, OR 6 , or NR*R? where R* is hydrogen, 
a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, alkynyi, alkenyl, aryl, or heteroaryl. 
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7 

and wherein R 6 and R each independently are hydrogen, a C ] - C6 alkyl, optionally 
substituted allyl, aryimethyl, aryl, or heteroaryl; 

R 9 through R 10 each independently are hydrogen, a Ci - C6 alkyl, optionally 
substituted allyl, aryimethyl, alkynyl, alkenyl, aryl, or heteroaryl; 
5 R 1 1 is hydrogen, a Ci - C6 alkyl, OR 6 or optionally substituted allyl, aryimethyl, 

alkynyl, alkenyl, aiyl, or heteroaryl, where R 6 has the same definition given above, or R 1 and 
R 2 , R 2 and R 3 , R 1 and R 9 , R 10 and R 1 \ R 1 and R 10 and/or R 1 1 and R 2 when taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR or nrV , where R through R have the definitions given above, provided, however, 

10 that R*, R 2 , R*° and R 1 1 cannot form more than two three- to seven-membered rings at a 
time; 

Y is O, CHR 6 or NR 6 , where R 6 has the same definition given above; and 
Z is an aryl or heteroaryl group, including mono- and poly-cyclic structures, 
optionally substituted at one or more positions with hydrogen, a Ci -Cs alkyl, optionally 
15 substituted allyl, aryimethyl, alkynyl, alkenyl, aryl, heteroaryl, F, CI, Br, I, CN, R 5 C=0, 
R 6 R 7 NC=0, R 6 000, perfluoroalkyl, haloalkyl, a Ci - C 6 straight-chain hydroxy alkyl, 
HOCR 5 R* nhro, R 6 OCH2, R 6 0, NH2, or R 6 R 7 N, where R 5 through R 7 have the 
definitions given above and where R 8 is hydrogen, a Ci - C6 alkyl or optionally substituted 
allyl, aryimethyl, alkynyl, alkenyl, aryl, or heteroaryl; and 
20 a pharmaceutical^ acceptable carrier. 



[rest of page left purposely blank] 
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27. A pharmaceutical composition according to claim 25, wherein the 

5 composition is effective in treating and/or modulating human fertility, female hormone 

replacement, dysfunctional uterine bleeding, endometriosis, leiomyomas, acne, male-pattern 
baldness, osteoporosis, prostatic hyperplasia, cancer of the breast, cancer of the ovaries, 
endometrial cancer, prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte 
and water balance, and functioning of the cardiovascular, kidney, central nervous, immune 
1 0 and skeletal muscle systems. 

28. A method of treating a patient requiring steroid receptor therapy comprising 
administering to a patient an effective amount of a compound of the formula: 
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wherein: 

R 1 through R 3 each independently are hydrogen, a Ci - C6 alkyl, optionally 
5 substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl; 

R 4 is hydrogen, a C\ - C6 alkyl, or R 5 C=0, OR 6 , or NR 6 R 7 , where R 5 is hydrogen, 
a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl or heteroaryl, 
and wherein R 6 and R each independently are hydrogen, a Ci - Ce alkyl, optionally 
substituted allyl, arylmethyl, aryl, or heteroaryl; 
10 R 9 through R 10 each independently are hydrogen, a Ci - Ce alkyl, optionally 

substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl, 

R 1 1 is hydrogen, a Ci - Ce alkyl, OR 6 or optionally substituted allyl, arylmethyl, 
alkynyl, alkenyl, aryl, or heteroaryl, where R 6 has the same definition given above, or R 1 and 
R 2 , R 2 and R 3 , R 1 and R 9 , R 10 and R 1 \ R 1 and R 10 and/or R 1 1 and R 2 when taken 
1 5 together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR or nrV , where R through R have the definitions given above, provided, however, 

that R 1 , R 2 , R 10 and R 11 cannot form more than two three- to seven-membered rings at a 
time; 

Y is O, CHR 6 or NR 6 , where R 6 has the same definition given above; and 
20 Z is an aryl or heteroaryl group, including mono- and poly-cyclic structures, 

optionally substituted at one or more positions with hydrogen, a C\ -C$ alkyl, optionally 
substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, heteroaryl, F, CI, Br, I, CN, R 5 C=0, 
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R 6 R 7 NOO, R 6 OC=O t perfluoroalkyl, haloalkyl, a Ci - straight-chain hydroxy alkyl, 
HOCR 5 R 8 , nitro, R 6 OCH2, R 6 0, NH2, or R 6 R 7 N, where R 5 through R 7 have the 
definitions given above and where R 8 is hydrogen, a C] - C6 alkyl or optionally substituted 
allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaiyl 

5 

29. A method of treating a patient according to claim 28, wherein the compound 
is effective in treating and/or modulating human fertility, female hormone replacement, 
dysfunctional uterine bleeding, endometriosis, leiomyomas, acne, male-pattern baldness, 
osteoporosis, prostatic hyperplasia, cancer of the breast, cancer of the ovaries, endometrial 

10 cancer, prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte and water 
balance, and functioning of the cardiovascular, kidney, central nervous, immune and skeletal 
muscle systems. 

30. A pharmaceutical composition comprising an effective amount of a steroid 
1 5 receptor modulating compound of the formulae: 




25 
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(xm> 



(XIV) 



(XV) 

OR 



15 




(XVI) 
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(XVII) 

OR 




5 (xvni) 

wherein: 

R 1 is a heteroaryl optionally substituted with a Cj - C4 alkyl, F, CI, Br, NO2, CO2H, 

CO2R 2 , CHO, CN, CF3, CH2OH or COCH3, where R 2 is hydrogen, a C\ - C4 alkyl or 
10 perfluoroalkyl, aryl, heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, 

and where said R 1 heteroaryl is attached to compounds of formulas I and X through a 

carbon or nitrogen atom; 

R 3 is hydrogen, a C] - C4 alkyl or perfluoroalkyl, hydroxymethyl, aryl, heteroaryl or 

optionally substituted ally], arylmethyl, alkynyl or alkenyl; 
1 5 R 4 through R 6 each independently are hydrogen, F, CI, Br, I, NO2, CO2H, CO2R 2 , 

COR 2 CN, CF 3 , CH 2 OH, a C1-C4 alkyl or perfluoroalkyl, OR 2 , SR 2 , S(0)R 2 S0 2 R 2 

SO3H, SCNR^V 2 , SCOXNRVjR 2 , NrV, aryl, heteroaryl or optionally substituted 

2 7 

allyl, arylmethyl, alkynyl or alkenyl, where R has the definition given above, R is 

hydrogen, a C\ - C4 alkyl or perfluoroalkyl, aryl, heteroaryl, optionally substituted allyl or 
8 8 8 

20 arylmethyl, OR or NHR , where R is hydrogen, a Ci - C$ alkyl or perfluoroalkyl, aryl, 

2 2 

heteroaryl or optionally substituted allyl, arylmethyl, SO2R or S(0)R ; 
9 10 

R and R each independently are hydrogen, aC] - C& alkyl or perfluoroalkyl, aryl, 

9 10 

heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R and R taken 
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together can form a three- to seven-membered ring optionally substituted with hydrogen, F. 
OR 2 , or NrV, where R 2 and R 7 have the definitions given above; 

R 11 through R 15 each independently are hydrogen, F, CI, Br, I, NO2, CO2H, CO2R 2 , 
COR 2 , CN, CF 3 , CH 2 OH, a C1-C4 allcyl or perfluoroalkyl, OR 2 , SR 2 , S(0)R 2 , S0 2 R 2 , 

5 SO3H, S(NR 2 R 7 )R 2 , S(OXNR 2 R 7 )R 2 , NrV, aryl, heteroaryl or optionally substituted 

2 7 8 

allyl, arylmethyl, alkynyl or alkenyl, where R , R and R have the definitions given above; 

W is O, NH, NR 7 , CH 2 , CHOH, CO, OC-O, OCO, NR 7 C=0, NHC=0, 

0=CNR 7 0=CNH, SC=0, 0=CS, or CHOCOR 7 , where R 7 has the definition given above; 

7 7 

X is CH2, O, S or NR , where R has the definition given above; 

10 R 16 is hydrogen, OH, OR 17 SR 17 , NrV, optionally substituted allyl, arylmethyl, 

17 

alkynyl, alkenyl, aryl, heteroaryl or Ci - C\q alkyl, where R is a Ci - C10 alkyl or 

perfluoroalkyl, or is an optionally substituted allyl, arylmethyl, aryl or heteroaryl, and where 
2 7 

R and R have the definitions given above; 
18 19 

R and R each independently are hydrogen, a C\ - Cs alkyl or perfluoroalkyl, aryl, 
15 heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R 18 and R 19 

taken together can form a three- to seven-membered ring optionally substituted with 

2 7 8 2 7 8 

hydrogen, F, OR , or NR R , where R , R and R have the definitions given above; 

20 

R is a Ci - Ce alkyl or an optionally substituted allyl, arylmethyl, alkenyl, aryl or 

heteroaryl; 

21 

20 R is hydrogen, a C\ - C4 alkyl or optionally substituted allyl, arylmethyl, aryl or 

heteroaryl; 

R 22 is hydrogen, a Ci - C4 alkyl, F, CI, Br, I, OR 2 , NrV or SR 2 , where R 2 and R 7 
have the definitions given above; 
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R 23 is hydrogen, CI, Br, OR 8 , NrW, a Ci - C4 alkyl or perhaloalkyl, or is 



an 



optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl or heteroaryl, where R 2 , R 7 and 
g 

R have the definitions given above; 
24 

R is hydrogen, F, Br, CI, a Ci - C4 alkyl or perhaloalkyl, aryl, heteroaryl, CF3, 
5 CF 2 OR 25 , CH 2 OR 25 , or OR 25 , where R 25 is a C\ - C 4 alkyl; 

R 26 is hydrogen, a Ci - C 4 alkyl* F* CI, Br, I, OR 2 , NR 2 R 7 or SR 2 where R 2 and R 7 

have the definitions given above; 
27 28 

R and R each independently are hydrogen, a C\ - C4 alkyl or perfluoroalkyl, 
heteroaryl, optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or an aryl optionally 
10 substituted with hydrogen, F, CI, Br, OR 2 or NrV, or R 27 and R 28 taken together can 
form a three- to severwnembered ring optionally substituted with hydrogen, F, CI, Br, OR 2 

or NR^ 7 , where R 2 and R 7 have the definitions given above; 
29 

R is hydrogen, a Ci - C& alkyl or an optionally substituted allyl, arylmethyl, aryl or 
heteroaryl; 

15 R 30 and R 31 each independently are hydrogen, a Ci - Cs alkyl or an optionally 

substituted allyl, arylmethyl, aryl or heteroaryl, or R 30 and R 3 1 taken together can form a 

three- to seven-membered ring optionally substituted with hydrogen, F, CI, OR 2 or NR^ 7 
2 7 

where R andR have the definitions given above; 
32 33 

R and R each independently are hydrogen, a Ci - C4 alkyl or an aryl optionally 

20 substituted with hydrogen, F, CI, Br, OR 2 or NrW, or R 32 and R 33 taken together can 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 2 

or NR^ 7 where R 2 and R 7 have the definitions given above; 
nisOor 1: 
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Y is O or S; 

Z is O, S, NH, NR 2 or NCOR 2 , where R 2 has the same definition given above; 
the wavy line in the compounds of formulas VII, XII, XIII and XVI represent an 
olefin bond in either the cis or trans configuration; 

the dotted lines in the structures depict optional double bonds; and 
a pharmaceutical^ acceptable carrier. 

31. A composition according to claim 30, wherein the compounds of formulae I 
through XVIII comprise steroid receptor modulator compounds. 

32. A composition according to claim 31, wherein the compounds of formulae I, 
n, HI, IV, X and XI comprise PR antagonists. 

33. A composition according to claim 31, wherein the compounds of formulae V 
and VI comprise PR modulators. 

34. A composition according to claim 3 1 , wherein the compounds of formulae 
VII, VHI, XD, Xm, XIV, XV and XVI comprise PR agonists. 

35. A composition according to claim 31, wherein the compounds of formulae 
IX, XVII and XVm comprise AR modulators. 

36. A composition according to claim 35, wherein the compounds of formulae IX 
and XVII comprise AR antagonists. 

37. A composition according to claim 30, wherein the compound comprises an 
estrogen receptor agonist or antagonist. 
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38. A composition according to claim 30, wherein the compound comprises a 
glucocorticoid receptor agonist or antagonist. 

39. A composition according to claim 30, wherein the compound comprises a 
5 mineralocorticoid receptor agonist or antagonist. 

40. A composition according to claim 30, wherein the composition is formulated 
for oral, topical, intravenous, suppository or parental administration 

10 41. A composition according to claim 30, wherein the compound is administered 

to a patient as a dosage unit at from about Ijag/kg of body weight to about S00 mg/kg of 
body weight. 

42. A composition according to claim 30, wherein the compound is administered 
15 to a patient as a dosage unit at from about 10^g/kg of body weight to about 250 mg/kg of 
body weight. 



43. A composition according to claim 30, wherein the compound is administered 
to a patient as a dosage unit at from about 20ng/kg of body weight to about 100 mg/kg of 
20 body weight. 



44. A composition according to claim 30, wherein the composition is effective in 
treating and/or modulating human fertility, female hormone replacement, dysfunctional 
uterine bleeding, endometriosis, leiomyomas, acne, male-pattern baldness, osteoporosis, 
25 prostatic hyperplasia, cancer of the breast, cancer of the ovaries, endometrial cancer, 

prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte and water balance, 
and functioning of the cardiovascular, kidney, central nervous, immune and skeletal muscle 
systems. 
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45. A method of treating a patient requiring steroid receptor therapy comprising 
administering to a patient an effective amount of a compound having the formulae: 

R 4 R 3 



5 



10 



15 




(I) 



(HI) 



(IV) 



OR 
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(V) 



(VI) 



(VII) 



(VIII) 



(IX) 
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(XIV) 

OR 




(XV) 



(XVI) 



(XVII) 



(XVIII) 
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wherein: 

R 1 is a heteroaryi optionally substituted with a C j - C4 alkyl, F, CI, Br, NO2, CO2H, 
CO2R 2 , CHO, CN, CF3, CH2OH or COCH3, where R 2 is hydrogen, a C\ - C4 alkyl or 
perfluoroalkyl, aryl, heteroaryi or optionally substituted ally], arylmethyl, alkynyl or alkenyl, 
and where said R 1 heteroaryi is attached to compounds of formulas I and X through a 
carbon or nitrogen atom; 

R 3 is hydrogen, a Ci - C4 alkyl or perfluoroalkyl, hydroxymethyl, aryl, heteroaryi or 

optionally substituted allyl, arylmethyl, alkynyl or alkenyl; 

4 6 -y 

R through R each independently are hydrogen, F, CI, Br, I, NO2, CO2H, CO2R , 

COR 2 , CN, CF 3 , CH 2 OH, a C1-C4 alkyl or perfluoroalkyl, OR 2 , SR 2 , S(0)R 2 , S0 2 R 2 . 

SO3H, SCNR^rV 2 - SCOXNR^R 2 , NRV, aryl, heteroaryi or optionally substituted 

allyl, arylmethyl, alkynyl or alkenyl, where R 2 has the definition given above, R 7 is 

hydrogen, a C\ - C4 alkyl or perfluoroalkyl, aryl, heteroaryi, optionally substituted allyl or 
8 8 8 

arylmethyl, OR or NHR , where R is hydrogen, a C\ - alkyl or perfluoroalkyl, aryl, 

heteroaryi or optionally substituted allyl, arylmethyl, SO2R 2 or S(0)R 2 ; 
9 10 

R and R each independently are hydrogen, a C] - Ce alkyl or perfluoroalkyl, aryl, 
heteroaryi or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R 9 and R 10 taken 
together can form a three- to seven-membered ring optionally substituted with hydrogen, F, 
OR 2 , or NrV, where R 2 and R 7 have the definitions given above; 

R 1 1 through R 15 each independently are hydrogen, F, CI, Br, I, NO2, CO2H, CO2R 2 , 
COR 2 , CN, CF 3 , CH 2 OH, a C1-C4 alkyl or perfluoroalkyl, OR 2 , SR 2 , S(0)R 2 , S0 2 R 2 , 
SO3H, SCNR^V 2 , S(0)(NR 2 R 7 )R 2 , NR 2 R 7 , aryl, heteroaryi or optionally substituted 
allyl, arylmethyl, alkynyl or alkenyl, where R , R and R have the definitions given above; 
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W is O, NH, NR 7 CH 2 , CHOH, C=0, OC=0, 0=CO, NR 7 C=0, NHC^O, 

0=CNR 7 0=CNH, SCO, 0=CS, or CHOCOR 7 where R 7 has the definition given above; 

7 7 

X is CH2, O, S or NR , where R has the definition given above; 
R 16 is hydrogen, OH, OR 17 SR 17 NrW, optionally substituted allyl, arylmethyl, 
alkynyl, alkenyl, aryl, heteroaryl or C\ - Cio alkyl, where R 17 is a Ci - Cio alkyl or 

perfluoroalkyl, or is an optionally substituted allyl, arylmethyl, aryl or heteroaryl, and where 
2 7 

R andR have the definitions given above; 
18 19 

R and R each independently are hydrogen, a Ci - C6 alkyl or perfluoroalkyl, aryl, 
heteroaryl or optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or R 1 8 and R 1 9 

taken together can form a three- to seven-membered ring optionally substituted with 

2 7 8 2 7 8 

hydrogen, F, OR , or NR R , where R , R and R have the definitions given above; 

20 

R is a C\ - Cs alkyl or an optionally substituted allyl, arylmethyl, alkenyl, aryl or 

heteroaryl; 

21 . 

R is hydrogen, a Ci - C4 alkyl or optionally substituted allyl, arylmethyl, aryl or 
heteroaryl; 

R 22 is hydrogen, a C x - C 4 alkyl, F, CI, Br, I, OR 2 , NrV or SR 2 , where R 2 and R 7 
have the definitions given above; 

R 23 is hydrogen, CI, Br, OR 8 , NR^ 7 a Ci - C 4 alkyl or perhaloalkyl, or is an 

optionally substituted allyl, arylmethyl, alkynyl, alkenyl, aryl or heteroaryl, where R 2 R 7 and 
g 

R have the definitions given above; 

R 24 is hydrogen, F, Br, CI, a Ci - C 4 alkyl or perhaloalkyl, aryl, heteroaryl, CF 3 , 

CF 2 OR 25 , CH 2 OR 25 , or OR 25 , where R 25 is a Ci - C 4 alkyl; 

R 26 is hydrogen, a Ci - C 4 alkyl, F, CI, Br, 1, OR 2 , NrV or SR 2 , where R 2 and R 7 
have the definitions given above; 
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27 28 

R and R each independently are hydrogen, a Ci - C4 alkyl or perfluoroalkyl, 

heteroaryl, optionally substituted allyl, arylmethyl, alkynyl or alkenyl, or an aryl optionally 

2 2-*7 27 28 

substituted with hydrogen, F, Ci, Br, OR or NRk , or R and R taken together can 

2 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 

5 or NR^ 7 , where R 2 and R 7 have the definitions given above; 
29 

R is hydrogen, a Ci - alkyl or an optionally substituted allyl, arylmethyl, aiyl or 
heteroaryl; 

R 30 and R 31 each independently are hydrogen, a C] - C6 alkyl or an optionally 

30 31 

substituted allyl, arylmethyl, aryl or heteroaryl, or R and R taken together can form a 

10 three* to seven-membered ring optionally substituted with hydrogen, F, CI, OR 2 or NR*R 7 
2 7 

where R andR have the definitions given above; 
32 33 

R and R each independently are hydrogen, a C\ - C4 alkyl or an aryl optionally 



substituted with hydrogen, F, CI, Br, OR 2 or NrV, or R 32 and R 33 taken together 



can 



9 

form a three- to seven-membered ring optionally substituted with hydrogen, F, CI, Br, OR 

15 or , where R and R have the definitions given above; 

n is 0 or 1; 
YisOorS; 

Z is O, S, NH, NR 2 or NCOR 2 , where R 2 has the same definition given above; 

the wavy line in the compounds of formulas VII, XII, XIII and XVI represent an 
20 olefin bond in either the cis or trans configuration; and 

the dotted lines in the structures depict optional double bonds. 



46. A method of treating a patient according to claim 45, wherein the compound 
25 is effective in treating and/or modulating human fertility, female hormone replacement, 
dysfunctional uterine bleeding, endometriosis, leiomyomas, acne, male-pattern baldness, 
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osteoporosis, prostatic hyperplasia, cancer of the breast, cancer of the ovaries, endometrial 
cancer, prostate cancer, carbohydrate, protein and lipid metabolism, electrolyte and water 
balance, and functioning of the cardiovascular, kidney, central nervous, immune and skeletal 
muscle systems. 

5 47. A compound having the formulae: 




R 11 R 1oR 



OR 



(I) 



10 



15 




R 11 R 1 ° R 




R n £10 R 



OR 



(HI) 



20 




R 11 R 10 



(IV) 
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wherein: 

Z is O, S, or NRl, where R 1 is hydrogen, R 2 C=0, R 2 C=S, R 3 OC=0, R 3 SC=0, 
R 3 OC=S, R 3 SC=S or R 3 R 4 NCO, where R 2 is hydrogen, a Ci - C6 alkyl or perfluoroalkyl, 
optionally substituted allyl or aryl methyl alkenyl, alkynyl, aryl or heteroaryl, and where R 3 
5 and R 4 each independently are hydrogen, a C l - C6 alkyl* optionally substituted allyl, 
arylmethyl, aryl or heteroaryl; 

R5 is hydrogen, R 2 C=0, R 2 C=S, R 3 ODO, R 3 SCO, R 3 OC=S, R 3 SC=S, or 
R 3 R 4 NC=0, where R 2 , R 3 and R 4 have the same definitions as given above; 

r6 is hydrogen, a Ci - C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, 
10 alkynyl, aryl, heteroaryl, R 3 0, HOCH2, R 3 OCH2, F, CI, Br, I, cyano, R 3 R 4 N or 
perfluoroalkyl, vs*ere R 3 and R 4 have the same definitions as given above; 

R 7 through R 9 each independently are hydrogen, a Ci • C6 alkyl, allyl or optionally 
substituted allyl, arylmethyl, alkynyl, alkenyl, aryl, or heteroaryl, or 
R 8 and R 9 taken together form a three- to seven-membered carbocylic or heterocyclic ring; 
15 R 1 0 is hydrogen, a C 1 - C6 alkyl, optionaUy substituted allyl, arylmethyl, aryl, or 

heteroaryl, R 2 00, R 2 C=S, R 3 OC=0, R 3 SC=0, R 3 OC=S, R 3 SC=S or R 3 R 4 NC=0, 
where R 2 through R 4 have the same definitions as given above; 

Rl 1 and R 12 each independently represent hydrogen, a Ci - C6 alkyl, optionally 
substituted allyl, aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R 3 0, HOCH2, R 3 OCH2 ? F, 
20 CI, Br, I, cyano, R 3 R 4 N or perfluoroalkyl, where R 3 and R 4 have the same definitions as 
given above; 

R 13 is hydrogen, a Cj - C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, 
alkynyl, aryl, heteroaryl, R 3 0, HOCH2, R 3 OCH2, R 3 R 4 N, CF2CI CF2OR 3 or 
perfluoroalkyl, where R 3 and R 4 have the same definitions as given above; 
25 R 14 is hydrogen, a Ci - C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, 

alkynyl, aryl, heteroaryl R 3 0, HOCH2, R 3 OCH2, F, CI, Br, I, cyano, R 3 R 4 N or 
perfluoroalkyl where R and R have the same definitions as given above; and 
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Rl5 is F, CI Br, I, B(OR^) 2> SiiR1 7 r18r19 or 0S02R 2 °, where is hydrogen 
or a Ci - C6 alkyl, R 17 through R 19 each independently represent a C] - C6 alkyl, R 2 0 or 
heteroaiyl, R 20 is a Ci - C6 alkyl, perfluoroalkyl, aryl, or heteroaryl, and R 2 has the same 
definition as given above. 



48. A compound according to claim 45 selected from the group consisting of 1 , 
2-Dihydro-2,2,4-trimethyl-5KX>umarino[3,4^]quinoline; 9-Fiuoro-l ,2-dihydro-2,2,4- 
trimethyl-5 -coumarino[3 ,4-/}quinoline; 8-Fluoro- 1 ,2-dihydro-2,2,4-trimethyl-5- 
coumarino[3,4-/|quinoline; 9-Chloro- 1 ,2-dihydro-2,2,4-trimethyI-5-coumarino[3,^ 

1 0 /(quinoline; 8-Ethoxy- 1 ,2Klihydro-2,2,4-trimethyI-6-trifluoromethyU8-pyrido[5,6- 
gjquinoline; and 1,2,6 J-Tetrahydro^hydroxy-2,2 f 4-trimethyl-6-trifluoromethyl-8- 
pyridono[S,6-£]quinoline. 

49. A method for producing a 6-substituted-l,2-dihydro N-l protected quinoline 
IS comprising: 

(a) in a one-pot reaction, exchanging a 6-halo-l,2-dihydro N-l protected 
quinoline of the formula: 



in the presence of an alkyllithium, followed by addition of an organoborate and acid 

treatment to yield the corresponding 6-boro- 1 ,2-dihydro N-l protected quinoline; 

(b) coupling the 6-boro- 1,2-dihydro N-l protected quinoline with a coupling 
9 

partner of the formula R Y in the presence of a palladium catalyst and base to yield a 6- 
25 substituted- 1,2-dihydro N-l protected quinoline of the formula: 



5 




20 
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1 2 3 

wherein R is hydrogen, a Ci - C4 alkyl, aryl or heteroaryl; R and R each independently 

are a C] - C4 alkyl, aryl or heteroaryl; R 4 through R 6 each independently are hydrogen, a C] 
S - C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R 7 0, 
HOCH2, R 7 OCH2, F, CI, Br, I, cyano, R 7 R 8 N or perfluoroalkyl, where R 7 and R 8 each 
independently are hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or 

heteroaryl; R 9 is an aryl or heteroaryl; X is Br, CI or I; Y is CI, Br, I or OSO2CF3; and P is 
hydrogen, a C] - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl, 
10 Rl°C=0, R 10 C=S, R 1 lOOO, R 1 1 SC=0, R 1 l OC=S, K l 1 SC=S or Rl 1r12ncO, where 
R 10 is hydrogen, a Ci - C6 alkyl or perfluoroalkyl, optionally substituted allyl or aryl methyl 
alkenyl, alkynyl, aryl or heteroaryl, and where R 1 1 and R 12 each independently are 
hydrogen, a C] - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl. 

IS SO. A method for producing a 6-substituted-l,2-dihydro N-l protected quinoline 

according to claim 49, further comprising, deprotecting the 6-substkuted- 1 ,2-dihydro N-l 
protected quinoline to yield the corresponding 6-substituted-l,2*dihydroquinoline. 

SI. A method for producing a 6-substhuted- 1 ,2-dihydro N- 1 protected quinoline 
20 comprising: 

(a) in a one-pot reaction, exchanging a 6-halo-l ,2-dihydro N- 1 protected 
quinoline of the formula: 
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in the presence of a reactive metal, followed by addition of an organoborate and acid 

treatment to yield the corresponding 6-boro- 1,2-dihydro N-l protected quinoline; 

(b) coupling the 6-boro- 1 ,2-dihydro N- 1 protected quinoline with a coupling 
9 

partner of the formula R Y in the presence of a palladium catalyst and base to yield a 6- 
5 substituted- 1,2-dihydro N-l protected quinoline of the formula: 




wherein R is hydrogen, a Ci - C4 alkyl, aryl or heteroaryl; R and R each independently 

4 6 

10 are a Ci - C4 alkyl* aryl or heteroaryl; R through R each independently are hydrogen, a C\ 
- C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R 7 0, 
HOCH2, R 7 OCH2, F, CI, Br, I, cyano, R 7 R 8 N or perfluoroalkyl, where R 7 and R 8 each 

independently are hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or 
9 

heteroaryl; R is an aryl or heteroaryl; X is Br, CI or I; Y is CI, Br, I or OSO2CF3; and P is 
15 hydrogen, a C] - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl, 

Rl°C=0, R10C=S, R 1 1<XX>, R 1 l SC=0 9 Rl 1(X>S, R* lSC=S or R* 1r12nC=0, where 
R 10 is hydrogen, a Cl - C6 alkyl or perfluoroalkyl, optionally substituted allyl or aryl methyl 
alkenyl, alkynyl, aryl or heteroaryl, and where R 1 1 and R 12 each independently are 
hydrogen, a C] - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl. 

20 

52. A method for producing a 6-substituted- 1,2-dihydro N-l protected quinoline 
according to claim 51, further comprising, deproteeting the 6-substituted- 1,2-dihydro N-l 
protected quinoline to yield the corresponding 6-substituted- 1,2-dihydroquinoline. 
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53. A method for producing a 6-substituted-l,2-dihydro N-l protected quinoline 
according to claim 51, wherein the reactive metal is selected from the group consisting of 
magnesium, zinc, and combinations thereof. 



5 



54. A method for producing a 6-substituted- 1 ,2-dihydro N- 1 protected quinoline 




10 



in the presence of an alkyllithium, followed by addition of an organotin species to yield the 
corresponding 6-stannyl-l,2-dihydro N-l protected quinoline; 

(b) coupling the 6-stannyl-l,2-dihydro N-l protected quinoline with a coupling 
9 

partner of the formula R Y in the presence of a palladium catalyst to yield a 6- substituted - 
1 5 1 ,2-dihydro N- 1 protected quinoline of the formula: 



wherein R is hydrogen, a Ci - C4 alkyl, aryl or heteroaryl; R and R each independently 
20 are a Ci - C4 alkyl, aryl or heteroaryl; R 4 through R 6 each independently are hydrogen, a Ci 
- C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R 7 (X 
HOCH2, R 7 OCH2, F, CI, Br, I, cyano, R 7 R 8 N or perfluoroalkyl, where R 7 and R 8 each 
independently are hydrogen, a Ci - Ce alkyl, optionally substituted allyl, arylmethyl, aryl or 




3 
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9 

hcteroaryl; R is an aryl or heteroaryl; X is Br, CI or I; Y is CI, Br, I or OS0 2 CF 3 ; and P is 
hydrogen, a C] - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl, 
Rl°C=0, r1<>C=S, Rl 10C=0, Rl lSC=0, Rl l0C=S, rH S C=S or Rl 1r12 N C=0, where 
R 10 is hydrogen, a Ci - C6 alkyl or perfluoroalkyl, optionally substituted allyl or aryl methyl 
5 alkenyl, alkynyl, aryl or heteroaryl, and where R 1 1 and R 12 each independently are 
hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl. 

55. A method for producing a 6-substituted- 1,2-dihydro N-l protected quinoline 
according to claim 54, further comprising, deprotecting the 6-substituted- 1 ,2-dihydro N-l 
1 0 protected quinoline to yield the corresponding 6-substituted- 1 ,2-dihydroquinoline. 

56 A method for producing a 6-substituted- 1,2-dihydro N-l protected quinoline 
comprising: 

(a) in a one-pot reaction, exchanging a 6-halo- 1,2-dihydro N-l protected 
1 5 quinoline of the formula: 

R 6 R 1 




in the presence of a reactive metal, followed by addition of an organotin species to yield the 
corresponding 6-stannyl- 1 ,2-dihydro N- 1 protected quinoline; 
20 (b) coupling the 6-stannyl- 1 ,2-dihydro N-l protected quinoline with a coupling 

partner of the formula R Y in the presence of a palladium catalyst and base to yield a 6- 
substituted- 1,2-dihydro N-l protected quinoline of the formula: 
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wherein R is hydrogen, a C) - C4 alkyl, aryl or heteroaryl; R and R each independently 

4 6 

are a Ci - C4 alkyl, aryl or heteroaryl; R through R each independently are hydrogen, a C] 
- C6 alkyl, optionally substituted allyl, aiyl methyl, alkenyl, alkynyl, aryl, heteroaryl, R 7 0, 
HOCH2, R 7 OCH2, F, CI Br, I, cyano, R 7 R 8 N or perfluoroalkyl, where R 7 and R 8 each 
5 independently are hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or 
heteroaryl; R 9 is an aryl or heteroaryl; X is Br, CI or I; Y is CI, Br, I or OSO2CF3; and P is 
hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl, 
Rl°C=0, Rl°C=S, R 1 l0C=0, Rl ISC-O, R 1 1 OC=S, R 1 *SC=S or R 1 iR^NCK), where 
R 10 is hydrogen, a Ci - C6 alkyl or perfluoroalkyl, optionally substituted allyl or aryl methyl 
10 alkenyl, alkynyl, aryl or heteroaryl and where R 1 1 and R 12 each independently are 
hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or heteroaryl. 

57. A method for producing a 6-substituted- 1,2-dihydro N-l protected quinoline 
according to claim 56, further comprising, deprotecting the 6-substituted-l,2-dihydro N-l 

1 5 protected quinoline to yield the corresponding 6-substituted- 1,2-dihydroquinoline. 

58. A method for producing a 6-substituted- 1,2-dihydro N-l protected quinoline 
according to claim 56, wherein the reactive metal is selected from the group consisting of 
magnesium, zinc, and combinations thereof. 

20 

59. A method for producing a 6-substituted- 1 ,2-dihydro N-l protected quinoline 
comprising: 

(a) coupling the 6-halo- 1 ,2-dihydro N-l protected quinoline with a coupling 
9 

25 partner of the formula R Y in the presence of a palladium catalyst and base to yield a 6- 
substituted- 1 ,2-dihydro N-l protected quinoline of the formula: 
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wherein R is hydrogen, a Ci - C4 alkyl, aryl or heteroaryl; R and R each independently 

are a Ci - C4 alkyl, aryl or heteroaryl; R 4 through R 6 each independently are hydrogen, a Ci 
5 - C6 alkyl, optionally substituted allyl, aryl methyl, alkenyl, alkynyl, aryl, heteroaryl, R 7 0, 
HOCH2, R 7 OCH2, F, CI, Br, I, cyano, R 7 R*N or perfluoroalkyl, where R 7 and R 8 each 

independently are hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, aryl or 

9 10 
heteroaryl; R is an aryl or heteroaryl; X is Br, CI, I or OSO2CF3; Y is B(OR >2 or 

SnR 1 1 R I2 R 13 , where R 10 is hydrogen or a Ci - C4 alkyl, and where R 1 1 through R 13 each 

10 independently are a Ci - C4 alkyl; and P is hydrogen, a Ci - C6 alkyl, optionally substituted 
allyl, arylmethyl, aryl or heteroaryl, R 14 C=0, R 14 OS, R 15 OC=0, R 15 SC=0, R 15 OC=S, 
R 15 SC=S or R 15 R 16 NC=0, where R 14 is hydrogen, a C\ - C6 alkyl or perfluoroalkyl, 
optionally substituted allyl or aryl, methyl, alkenyl, alkynyl, aryl or heteroaryl, and where R 15 
and R 16 each independently are hydrogen, a Ci - Ce alkyl, optionally substituted allyl, 

1 5 arylmethyl, aryl or heteroaryl. 



60. A method for producing a 6-substituted- 1 , 2-dihydro N- 1 protected quinoline 
according to claim 59, further comprising, deprotecting the 6-substhuted-l, 2-dihydro N-l 
protected quinoline to yield the corresponding 6-substituted- 1,2-dihydroquinoline. 

20 

61 . A method for producing a nitrobenzocoumarin comprising: 

(a) coupling a 2-halo-5-nitrobenzoic acid derivative with a 2-methoxyphenyl 
boronic acid of the formula: 
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R 2 - 



och 3 



R3 if" B < OH k 

R 



10 



in the presence of a palladium catalyst and base to yield a biaryl carboxylate of the formula: 



R 1 CH 3 



COX 




N0 2 



and 



(b) in a one-pot reaction, sequentially cyclizing the biaryl carboxylate to the 
corresponding nhrobenzocoumarin by deprotecting the biaryl carboxylate to afford the biaryl 
carboxylic acid, converting the biaryl carboxylic acid to the corresponding biaryl acid 
chloride, followed by cyclizing the biaryl acid chloride in the presence of a Lewis acid to 
yield a nitrobenzocoumarin of the formula: 




N0 2 



wherein R 1 through R 6 each independently are hydrogen, F, CI, Br, CN, CF3, a C\ - C4 

15 alkyl, or OR 7 , where R 7 is hydrogen or a Ci - C4 alkyl; and X is OR 8 or NR 8 R 9 , where R 8 
o 

and R each independently are hydrogen, a Ci - C4 alkyl or optionally substituted allyl, aryl 
methyl, aryl or heteroaryl. 
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62. A method according to claim 61, further comprising, reducing the 
nitrobenzocoumarin to the corresponding aminobenzocoumarin. 

63. A method according to claim 62, further comprising, adding an optionally 
5 substituted allyl of the formula: 

R 10 
' R 12 

to the aminobenzocoumarin to yield a coumarino[3,4^/]quinoline of the formula: 



R 1 



10 




1 9 1 A 

wherein R through R have the same definitions as given in claim 67, and wherein R is 
hydrogen, a Ci • C4 alkyl, aryl or heteroaryl, and R 11 and R 12 each independently are a Ci - 
C4 alkyl, aryl or heteroaryl. 

64. A method according to claim 63, further comprising, sequentially adding an 
organometallic to the coumarino[3,4-/)quinoline, followed by reduction to a 5H- 
chromeno[3,4 T /]quinoline of the formula: 
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D 13 

R R io 




wherein R 1 through R 12 have the same definitions as given in claim 69, and wherein R 13 is 
hydrogen, a Ci - C\ 2 alkyl, OH, OR 14 or SR 14 , where R 14 is a C] - C] 0 alkyl, CF 3 , a five- 
membered heteroaryl optionally substituted with F, CI, Br, CH3 or CF3, a six-membered 
heteroaryl optionally substituted with F, CI, Br or CH3, or an aryl optionally substituted with 
hydrogen, F, CI, Br, OR 15 or NR2* 5 , where R 15 is hydrogen or a Ci - C4 alkyl. 



65. A method for producing a 5//-chromenao[3,4^/]quinoline comprising 
1 0 sequentially adding an organometallic to a coumarinofr^quinoline, followed by 
dehydration to yield a 5#-chromenao[3,4-/)quinoline of the formula: 




15 wherein R 1 through R 6 each independently are hydrogen, F, CI, Br, CN, CF3, a Ci - C4 alkyl 
or OR 7 , where R 7 is hydrogen or a C l - C4 alkyl; X is OR 8 or NR*R 9 , where R 8 and R 9 
each independently are hydrogen, a C\ - C4 alkyl or optionally substituted allyl, aryl methyl, 
aryl or heteroaryl; R 10 is hydrogen, a Ci - C4 alkyl, aryl or heteroaryl; R 1 1 and R 12 each 
independently are a Ci - C4 alkyl, aryl or heteroaryl; R 13 is hydrogen, a Ci - C]2 alkyl, 
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14 



OH, OR or SR , where R is a C i - C io alkyi, CF3, a five-membered heteroaryl 
optionally substituted with F, CI, Br, CH3 or CF3, a six-membered heteroaryl optionally 
substituted with F, CI, Br or CH3, or an aiyl optionally substituted with hydrogen, F, CI, Br, 
OR 15 or NR2 15 , where R 15 is hydrogen or a C\ - C4 alkyi; and the wavy line in the structure 
5 at R 13 represents an olefin bond in either the cis or trans configuration. 



66. A method of producing a linear tricyclic 1,2-dihydroquinoline comprising: 
(a) acylating a 3-nhroaryl of the formula: 




with an acylating agent of the formula: 



O 




15 to yield the corresponding 5-protected 3-nhroaryl, 

(b) reducing the 5-protected 3-nitroaryl to the corresponding 5-protected 3- 
aminoaryl; 

(c) adding an optionally substituted allyl of the formula: 



20 



R 3 

•v 

' R 5 
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to yield a 5-protected 1,2-dihydroquinoline of the formula: 




and 



(d) cyclizing the 5-protected 1 ,2-dihydroquinoline by first deprotecting the Z 
group and then cyclizing in the presence of a P-keto ester of the formula: 



O O 



OR 



10 



and Lewis add to yield a linear tricyclic 1,2-dihydroquinoline selected from the group 
consisting of: 



R 9 R 1 R 3 



r 9 OHR 1 R 3 




15 



R 9 R 1 R 3 




wherein R 1 and R 2 each independently are hydrogen, a Ci - C4 alkyl, a hydroxy methyl, F, 



d, Br, I or CN; R 3 is hydrogen, a Ci - C4 alkyl, aryl or heteroaryl; R" and R" each 
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10 



15 



independently are a C\ - C4 alkyl, aryl or heteroaryl; R is hydrogen, a Ci - C4 alkyl, CF3, a 
five-membered heteroaryl optionally substituted with F, CI, Br, CH3 or CF3, a six-membered 

heteroaryl optionally substituted with F, CI Br or CH3, or an aryl optionally substituted with 

7 7 8 7 8 

hydrogen, F, CI, Br, OR orNRR, where R and R each independently are hydrogen or a 

Ci - C 4 alkyl; R 9 is hydrogen, a Ci - C 4 alkyl, CF3, perhaloalkyl, CF 2 OR 10 , CH 2 OR 10 , or 
OR 10 , where R 10 is a Ci - C4 alkyl; R 1 1 and R 12 each independently represent hydrogen or 
a Ci - C 4 alkyl; Z is O, N or S; X is F, CI, Br, I, CN or OR 6 , where R 6 has the same 
meaning as above; and P is hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, 
aryl, or heteroaryl, Rl30=0, R 13 C=S, Rl 4 OC=0, R 14 SC=0, Rl 4 OC«S, R 14 SC=S or 
R 14 R 15 NC=0, where R 13 is hydrogen, a C] - C6 alkyl or perfluoroalkyl, optionally 
substituted allyl or aryl methyl alkenyl, alkynyl, aryl or heteroaryl, and where R 14 and R 1 5 
each independently are hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, 
aryl or heteroaryl. 

67. A method of producing a linear tricyclic 1,2-dihydroquinoline comprising: 
(a) acylatine a 3 -amino aryl of the formula: 




R 



with an acylating agent of the formula: 




in the presence of base to yield the corresponding 5-protected 3-aminoaryl; 
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(b) adding an optionally substituted ally! of the formula: 




5 to yield a 5-protected 1,2-dihydroquinoline of the formula: 



R 1 R 3 




and 

10 

(c) cyclizing the 5-protected 1,2-dihydroquinoline by first deprotecting the Z 
group and then cyclizing in the presence of a (J-keto ester of the formula: 




and Lewis acid to yield a linear tricyclic 1,2-dihydroquinoline selected from the group 
consisting of: 
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wherein R and R each independently are hydrogen, a C\ - C4 alky], a hydroxy methyl, F, 
CI, Br, I or CN; R 3 is hydrogen, a Ci - C4 alkyl, aryl or heteroaiyl; R 4 and R 5 each 
independently are a Ci - C4 alkyl, aryl or heteroaiyl; R 6 is hydrogen, a Ci - C4 alkyl, CF3, a 
five-membered heteroaiyl optionally substituted with F, CI, Br, CH 3 or CF3, a six-membered 
heteroaiyl optionally substituted with F, d, Br or CH3, or an aryl optionally substituted with 
hydrogen, F, CI, Br, OR 7 or NR 7 R 8 , where R 7 and R 8 each independently are hydrogen or a 
Ci - C 4 alkyl; R 9 is hydrogen, a Ci - C 4 alkyl, CF 3 , pohaloalkyl, CF 2 OR 10 , CH 2 OR 10 . or 
OR 10 , where R 10 is a Cj - C 4 alkyl; R 1 1 and R 12 each independently represent hydrogen or 
a Ci - C 4 alkyl; Z is O, N or S; X is F, CI, Br, I, CN or OR 6 , where R 6 has the same 
meaning as above; and P is hydrogen, a Ci - C6 alkyl, optionally substituted allyl, arylmethyl, 
aryl, or heteroaryl, Rl3c=0, R 13 C=S, R 14 OC=O f Rl 4 SC=0, Rl 4 OC=S, Rl 4 SC=S or 
R 14 R 15 NCO, where R 13 is hydrogen, a Ci - C6 alkyl or perfluoroalkyl, optionally 
substituted allyl or aryl methyl alkenyl, alkynyl, aryl or heteroaiyl, and where R 14 and R 15 
each independently are hydrogen, a C] - C6 alkyl, optionally substituted allyl, arylmethyl, 
aryl or heteroaiyl. 
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68. A method for determining the presence of one or more steroid receptors in a 
sample comprising combining a compound according to claim 1 with the sample containing 
one or more unknown steroid receptors and determining whether said compound binds to a 
receptor in the sample. 

5 

69. A ligand-steroid receptor complex formed by the binding of a compound 
according to claim 1 to a steroid receptor. 

70. A method of purifying steroid receptors comprising combining a compound 
10 according to claim 1 with a sample containing steroid receptors, allowing said compound to 

bind said steroid receptors, and separating out the bound combination of said compound and 
said steroid receptors. 



INTERNATIONAL SEARCH REPORT 



[ntcmano Vppiication No 

PCT/US 95/16696 



A. CLASSIFICATION OF SUBJECT MATTER _ 

IPC 6 C07D215/G6 A61K31/47 C07D417/O4 C97D4 13/04 
C07D221/18 C07D493/04 C07D471/04 

According to faternaoonal Patent Classification (IPC) or to both national ctassificaoon and IPC 



C07D401/04 



B. FIELDS SEARCHED 



IPC 6 C07D 



i system followed by dam fi cation symbols) 



t that such document! are included in the Odds 



Electronic data base consulted during the mtemattonal search (name of data base and, where practical, search 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * Citation of 



with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



EP.A.G 260 744 (JANSSEN PHARMACEUTICA NV) 

23 March 1988 

see the whole document 

DATABASE CROSSFIRE 

Beil stein Informationssysteme GmbH, 

Frankfurt, DE 

XP002002687 

* BRN-8809G5 * 

& J. ORG. CHEH. USSR, 

vol. 9, 1973, 

pages 2571-2576, 

-/- 



LH 



Further documents arc listed in the conttnoaaon of box C 



m 



family i 



' Special categories of died do cuments : 

'A* document defining the general state of the art which is not 

considered to be of particular relevance 
E* earlier document but published on or after the international 

filing date 

L" document which may throw doubts on pnority daim(i> or 
which a cited to establish the publication date of another 
a tan on or other special reason (as specified) 

O" document referring to an oral dudocurc, use. exhibition or 



laser document published after the international filing date 
or pnonty date and not in conflict with the application but 
a ted to understand the principle or theory underlying the 



of particular relevance; the d aimed 
be considered novel or cannot be 



involve an inventive step when the document is taken 
"Y* document of particular relevance; the claimed invention 
cannot be considered to involve an inventive step when 



P* document pu bli shed prior to the 
later than the pnonty date claimed 



rnents, such comhuxahon being obvious to a 
in the art. 

r of the same patent family 



Date of the actual completion of the international search 



16 May 1996 



Date of mailing of the 



Name and mailing address of the ISA 

European Patent Office, P.B. SSlt Patenttaan 2 
NL • 2210 HV Ri jswijk 
Td. ( + 31 -70) 340-2040, Tx. 31 6SI epo nl. 
Fax (* 31-70) 340-3016 



Authorized officer 



De Jong, B 



Fecn PCTASA/21Q (m 



I cfteet) (July l»tt) 



page 1 of 4 



INTERNATIONAL SEARCH REPORT 



Intcnuao. \ppUeaaan No 

PCT/US* 95/16096 



| C^CononuMoi.) DOCUMENTS CONSIDERED TO BE RELEVANT 

| OlW I a-foo of Oocummt. w,* uKbaUco. wb« »pprapn.tc. o, Ox rdcv^l 

DATABASE CROSSFIRE 
Beil stein 
XP00209268B 

* BRN S 143474 * 

& JOURNAL OF ORGANIC CHEMISTRY, 
vol. 30, 1965, EASTON US, 
pages 3560-3561, 

DATABASE CROSSFIRE 
Beil stein 
XP0Q20026B9 

* BRN=18052 * 
& YAKUGAKU ZASSHI, 
vol. 57, 1937, 
pages 312-316, 
UEDA: 

DATABASE CROSSFIRE 
Beil stein 
XPG02002690 

* BRN=185528 * 
& ANAL. CHEN. , 
vol. 27, 1955, 
pages 100-101, 

DATABASE CROSSFIRE 
Beil stein 
XP002002691 

* BRN-384896 * 
& CHEMISCHE BERICHTE, 
vol. 35, 1982, WEINHEIM DE. 
page 3278 

DATABASE CROSSFIRE 
Beil stein 
XP002002692 

* BRN-193508; 211894 * 
& JOURNAL OF THE AMERICAN CHEMICAL 
SOCIETY, 

vol. 57, 1935. DC US, 
page 902 

DATABASE CROSSFIRE 
Beil stein 
XP002002693 

* BRN«1129121 * 

& JOURNAL OF ORGANIC CHEMISTRY, 
vol. 43, 1978, EASTON US, 
pages 1975-1980. 



| Relevant to claim No. 



i PCT/BA/2U la 



page 2 of 4 



.I. i-nnTJAT ciTAR CM REPORT 

INTERNA llvJ^^^* aiw***w« nuun » 


Intcmano \pptic*Qoo No 

PCT/US 95/16096 


CXConanuaaon) DOCUMENTS CONSIDERED TO BE RELEVANT 




Category" 


Ouaoa of document, with indication, where appropnaie, of the relevant ptmget 




X 


DATABASE CROSSFIRE 

Dai 1 c + n 
Del I 9iei n 

XP002GG2694 

* BRN= 1241334; 1682456 * 

& BULL. ACAD. SCI. USSR DIV. CHEM. SCI. 

(ENGL. TRANSL.), 

vol. 25, 1976, 

pages 2069-2071, 




47 


X 


RATARASE CROSSFIRE 

Beil stein 
XP002002695 

* BRN=480O533; 4800630; 4804716 * 
& JOURNAL OF MEDICINAL CHEMISTRY, 
vol. 34, no. 11, 1991, WASHINGTON US, 
pages icbi- icxn . 




47 


X 


DATABASE CROSSFIRE 
Beil stein 
XP002002696 
* BRN=424721 * 




47 


X 


DATABASE CROSSFIRE 
Beil stein 
XP002002697 
* BRN=140265 * 
& US.A.3 907 507 




47 


X 


f* • • 

11 ATARAX P fBO^FTRF 

Beil stein 
XP002002698 
* BRN-640834 * 

& JOURNAL OF THE CHEMICAL SOCIETY, 

1964, LETCHWORTH GB, 
pages 3132-3140. 




47 


X 


HATARASE CROSSFIRE 

Beil stein 
XP002002699 
* BRN=390257 * 

& JOURNAL OF MEDICINAL CHEMISTRY, 
vol. 15. 1972, WASHINGTON US, 
page 1177 




47 


X 


DATABASE CROSSFIRE 

Beil stein 

XP002002700 

* BRN-1565891 * 

& HELVETICA CHIMICA ACTA, 

vol. 60, 1977, BASEL CH, 

pages 978-1021, 

-/- 




47 



Form PCT,TSA/ait (oMrttomttoa of NCMi dMtt) {h*9 IW) 



page 3 of 4 



INTERNATIONAL SEARCH REPORT 



Internaoo Vpplicaaon No 

PCT/US 95/16096 



C^ContuaaPop) DOCUMENTS CONSIDERED TO BE RELEVANT 



| CAlcjory • Citation of 



of the relevant pa 



DATABASE CROSSFIRE 
Beil stein 
XP002QG27Q1 
* BRN*269284 * 

& JOURNAL OF THE AMERICAN CHEMICAL 
SOCIETY, 

vol. 66, 1944, DC US, 
page 1927 



47 



«<MM«tfM*4<Jafrltn> 



page 4 of 4 



INTERNATIONAL SEARCH REPORT 



Intematu Application No 

PCT/US 95/16096 



Patent document 
ciied in search report 



Publication 
dale 



Patent family 
member(s) 



Publication 
date 



AU-B- 


595864 


22-03-90 


AU-B- 


7838587 


14-04-88 


CA-A- 


1323366 


19-10-93 


DE-A- 


3783107 


28-01-93 


ES-T- 


2053524 


01-08-94 


HK-A- 


123694 


18-11-94 


IE-B- 


60514 


27-07-94 


JP-A- 


1085975 


30-03-89 


JP-C- 


1875175 


26-09-94 


SU-A- 


1662350 


07-07-91 


US-A- 


4859684 


22-08-89 



EP-A-0260744 



23-03-88 



THIS PAGE BLANK (uspto) 



